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NDA 84-902

CERTIFIED MAIL
RETURN RECRIPT REQURSTED

Alcon Laboratories, Inc, '
Attention: Roger O. Metxzler

6201 South Presway

P.O. Box 19%9

Port Worth, TX 76101

Gentlemen:

This letter concerns reporting requirements under section 505(j) of the
Pederal Mood, Drug, and Cosmetic Aot for drug products that have been
approved in accordance with the provisions of section 505(b) of the Act.

The new drug regulations section 310.300(b) (4) sets forth requirements
for periodic reports which are to be submitted for each product covered
by an approved abbreviated new drug application (ANDA), whether or not
the druqg is marketed. Our records indicate that no reports has been
received for Promethacon (Promethasine Rydrochloride) Suppositories, 50

Pailure to submit required reports is a ground for withdrawal of approval
of the new drug application under section 505(e) of the Act. A copy of
the required transaittal form FD-2252 (Transmittal of Periodic Reports
for Drugs for Ruman Use) is enclosed for your convenience.

If you have ceased to market this drug product and you anticipate no
further marketing of it in the future, you may, if you wish, request that
the Pood and Drug Administration withdraw approval of the abbreviated new
drug application., If you elect to request withdrawal of approval, you
must also indicate that you voluntarily waive your opportunity for a
hearing. We would then proceed to publish in the Pederal Register a
notice withdrawing approval of the application, stating that marketing of
the Arug has been discontinued and the applicant has requested withdrawal
of approval of the application and waived opportunity for a hearing. The
grounds for withdrawal of the approval will be that the applicant has
requested withdrawal of approval because the product is no longer
marketed,

If you choose neither to submit the required reports nor to make such a
request with waiver within 30 days of receipt of this letter, we will
proceed to publish a notice of opportunity for hearing on a proposal to
withdraw approval of the abbreviated new drug application on the grounds
of failure to report.
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Please submit all communications regarding this ANDA with the following
specific address information:

National Center for Drugs and Biologics
Division of Generic Drug Monographs (HPD-530)
ROOM $16-70

5600 Pishers Lane

Rockville, Maryland 20857

Fincepely your‘jf\ h

fadkvin Beife, b,

Director

Division of Generic Drug Monographs

Office of the Associate Director g
for Drug Monographs

Office of Drugs

National Center for Drugs and B&oloqi¢g

Enclosures FD Porm 22%2 (/

CcC:
DAL-DO
HFD-530
HFD-320
DRosen

REPLY REQUESTED

v
A.fm
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Alcon Laboratories, Inc.

Attention: Mr. Pichard A. Hamer -

6201 South Freeway SEP1 11
P.0. Box 1959 975
Fort Horth, TX 76101 -

Gentlemen:

Ye acknowledge the receipt of your ahbraviated new drug application

submitted pursuant to Section 505(h) of the Fedaral Food, Nrug, and

Cosmetic Act for the following: -

HAME OF DRUG: Promethacon Suprettes (Dromethazine hydrochlofide
suppositories) 50 mg.

_ GATE OF APPLICATICM: September 9, 1975
DATE OF RECEIPT: September 2, 1975

He will correspond with you further after we have had the opportunity
to review the app11cafion

Please identify any communications concerning this apnlication with
the MDA number shown ahove.

pimgerelyJours, ()

rsl
,»m Seife, M.D,
ZZt,(c'r/ G/;raphs

D1v1sfon of Generic Drug ?
0ffice of Drug Monographs
Pureau of Drugs

cC:

DAL-DO

HFD-530
HFD-616
HFD-310
JLMeyer/w]b/Q 10 75

ek ‘%l %(Id()o/
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MNOT 1n this DESIE
See Desz eyra

(DESI 6290; Docket No. FDC-D-324; NDA

5-845, ete.] .

CERTAIN ANTIHISTAMINIC PREPARA-
TIONS FOR ORAL OR RECTAL
ADMINISTRATION

Drugs for Human Use; Drug Efficacy
‘Study Implementation

The Food and Drug Administration
has evaluated reports received from the
National Academy of Sciences-National
Research Council, Drug Efficacy Study
'Group, on the following antihistaminic
‘preparations for oral or rectal adminis-
tration:. :

1. Preparations containing bromodi-
phenhydramine hydrochloride. a. Am-
bodryl Kapseals (NDA 7-984); and

" " b. Ambodryl Elixir (NDA 8-476); and

c. Ambodryl Syrup (NDA 8-745);
Parke, Davis & Co., Joseph Campau at the
River, Detroit, Mich. 48232,

2.-Preparations containing chlorphe-
niramine maleate. a. Chlor-Trimeton
Tablets and Syrup (NDA 6-921) ; and

b. Chlor-Trimeton Repetabs Tablets

" (NDA 7-638) ; Schering Corp., 60 Orange

Street, Bloomfield, N.J. 07003.
3. Preparations containing cyprohep-

tadine hydrochloride. a. Periactin HCL

_ Tablets (NDA 12-649) ; and

b. Periactin HC] Syrup (NDA 13-220) ;

Merck Sharp & Dohme, Division Merck &
Co., Inc.,, West Point, Pa. 19486,
- 4. Preparations containing diphenhy-
dramine hydrochloride. a. Benadryl
Syrup, Kapseals (capsules), Elixir,
Emplets (enteric coated tablets), and
Powder (for pharmaceutical dispensing
purposes) (NDA 5-845); Parke, Davis &
Co. -

5. Preparations containing diphenyl-
pyraline hydrochloride. a. Diafen Tablets

(NDA 9-9701; Riker Laboratories, 19901 .

Nordhoff Street, Northridge, Calif. 91328.
6. Preparations containing prometha-

zine hydrochloride. a. Phenergan Tablets .

(NDA 7-935) ; and
b. Phenergan Syrup (NDA 8-381); and
¢. Phenergan Rectal Suppositories
(NDA 10-926 and NDA 11-689); Wyeth
Laboratories Division, American Home
Products Corp., Post Office Box 8299,

‘Philadelphia, Pa. 19101.

. release tablet)

-

1. Preparation containing pheniramine
maleate. a. Trimeton Tablets (NDA 6=

© 461) ; Schering Corp. ,

8. Preparations contiaining pyrilamine
maleate. a. Neg-Antergan Maleate Tab-
( and 7-119); Merck

Ip & Dohme.
- 9. Preparations containing tripelen-
namine hydrochloride or tripelennamine
citrate. a. Pyribenzamine Tablets (NDA

5-914); Ciba Pharmaceuticals Co., Di-
vision of Ciba Corp., 556 Morris Avenue,

Summit, N.J. 07901; and

b. Pyribenzamine Lontabs (sustained
(NDA- 10-533); Ciba
Pharmaceutical Co., Division of Ciba
Corp. ) -

¢. Pyribenzamine Elixir (NDA. 5-
914); Ciba Pharmaceutical Co., Division
of Ciba Corp.

"The drugs are regarded as new drugs
(21 USC. 321(p)). Supplemental new
drug applications are required to revise
the labeling in and to update previously
approved applications providing for such
drugs. A new drug application is re-
quired from any person marketing such
drugs without approval.

A. Effectiveness classification. 'The
Food and Drug Administration has con-
sidered the Academy’s reports, as well as
other available evidence, and cancludes
that:

1. Bromodiphenhydramine ~ Hydro-

chloride in conventional oral dosage.

formis: . )
a. Effective or probably effective for

the indications described in the “Indi-

cations” section which follows. The prob-
ably effective indications are: Mild, al-

lergic reactions to insect bites; physical

!
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allergy; minor drug and serum reactions
characterized by pruritus,

. Possibly  eflective for bronchiai

~zsthma; spasmodic bronchial cough;
atopic  dermatitis; neurcdermatitis;
neurodermatitis circumscripla; eczema-
toid dermatitis; allergic eczema; allergic
dermatitis; contact dermatitis (includ-
ing derinatitis venenata or poison ivy):
chemotoxic dermatitis; generalized
pruritus; pruritus ani and vulvae; secre-
tory otitis media; prophylaxis of allergic
reactions to conirast media; pruritus of
jaundice; prophylaxis of penicillin and
(other) drug reactions; pruritus of al-
lergic derimatoses including
dermatitis; relief of insect stings; mo-
tion sickness; use in descnsitization pro-
cedures and when essential to use ther-
apy known to be sensitizing.

¢. Lacking substantial evidence of ef-
fectiveness for migraine headache in-
cluding allergic migraine: “histamine
headacne;” tissue preservative action;
prevention or reduction of severity of
sequellae of oral surgery (pain, trismus,
edema, and hemorrhage) ;
of the action of central nervous system
depressanis with resuitant reduction of
dosage of narcotic analgesics; prevention
of allergic reactions to injection of aller-
genie substances; antiemetic effect in
postoperative patients; and “other con-
ditions of a similar nature” (considered
too broad to allow meamr‘gm] evalua-
tion).

2. Chlorpheniramine Maleate in con-
veniicnal oral dosage form is:

a. Effiective or probably effective for
thie indications descrived in the “Indica-
ticns” section which foliows. The prob-
ibiy effeciive indications are: mild,
local allergic reactions to insect bites;
physical aliergy; minor drug and serum
reactions characterized by pruritus.

h. Possibly effective for bronchial
astiima; spasmodic bronchial cough;
atopic dermatitis, neurcdermatitis;
neuredermatilis circumscripia; eczema-
toid dermaiitis; allergic eczema; allergic
dermatifis: contact dermatitis (includ-
ing dermatitis venenata or poison ivy);
chemiiozic dermaltitis; generalized pru-
riuus, pruritus ani and vuivae; secretory
ctitis media; propnylaxis of aliergic re-
actions to contrast media; pruritus of
jaundice; prophylaxis of penicillin and
(other) drug reactions; pruritus of al-
ergic dermatoses including contact der-
natitis; relicf of insef*t stings; use in
iesensitization precedures and when es-
entiai to use therapy known to be sensi-
izing.

¢. Lacking substantial evidence of ef-
aciiveness for migraine headache in-
luding allergic migraine; “histamine

eadache;” tiszue preservative action:
revention or reduction in severity of
queilae of oral surgery (pain, trismus,
tema, and hemerrhage); poientiztion
the action of central nervous sysiem
pressants with resultant recuction of
sage of narcotic analgesics; preven-

m of zlereic reactions to mJchon of

ergenic sunstances; aniiemetic effect

oostonerative pationts.

. Cyproheptadine Hydrochloride in

wendional oral dosage formis:
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contact

potentiation -

_postonerative nausez
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NOTICES

a. Effective or probably eflective for
the indications described in the “Indi-
caiions® section which follows. The prob-
ably eflective indications are: Mild, local
allergie reactions to insect bites; physi-
cal aliergy; minor drug and serumn reac-
tions characterized by pruritus.

b. Possibly efTective for bronchial
asthma; spasmodic bronchial cough;
atopic dermatitis; neurodernatitis;
neurodcermatitis circumscripta; eczema-
toid dermadtitis; allergic eczema, ailergic
dermatitis; contact dermatitis (includ-
ing dermatitis venenata or poison ivvy,
chemotoxic dermatitis; generalized pru-
ritus; pruritus ani and vulvaz; secreiory
otitis media; prophylaxis of allergic reac~
tions to contrast media; prutitus of
jaundice; prophylaxis of penicillin and
(other) drug reactions; pruritus of al-
lergic dermatoses including contact der-
matitis; relief of insect stings; pruritus
of chicken pox; use in desensitization
procedures and when essentiai to use
therapy known to be sensitizing.

c. Lacking substantial evidence of ef-
fectiveness for: migraine headache in-
cluding allergic migraine; “histamine
headache;” tissue preservation action;
prevention or reductien in severity of
sequeliae of oral surgery (pain, frismus,
edemna, and hemorrhage); poteniiation
of the action of ceniral nervous systen
depressants with resultant reduction of
ansage of narcolic analgesics; prevention
of allergic reactions to injection of ailer-
genic substances; antiemetic efiect in
postoperative patients. .

4. Diphenhydramine Hydrochloride in
conventional oral dosage form is:

a. Effective  or probably efiective for
the indications described in the *Indi-
cations’ section which foilows. Thic prob-
ably efiective indications are: Mild, local
aliergic reactions to insect bites: physi-
cal allergy; minor drug and serwm reac-
tions characterized by pruritus: ini
abie insomnia and insomnia {
nant in certain medical disorders.

b. Possibly effective for bronchial

asthma; spasmcdic bronchial couzh;
atopic  dermatitis; neurodermatitis;

neuroderiatitis circumscripta: eczema-
toid dermatitis; allergic eczema; ailergic
dermatiiis, contact germatitis (including
dermatitis  venenata or poison ivy)
chemotoxic dermatitis; generalized pru-
ritus; pruritus ani and vulvae; secretory
otitis media; prophylaxis of allergic
reactions to contrast media; pruvitus of
jaundice; prophyiaxis of panicillin and
(otirer) drug reactions; piruritus of al-
lergic dermatoses including coniact der-
matitis; velief of inseci stings; use of
desensitization procedures and whern es-
sential to use therapy know:n to be sensi-
tizing: quieting the hyperactive emo-
tionally disturbed child; prevention of
and vomitingz:
maintenance of normal sinus rhyvihm
foliowing recent conversion from at:zia!
fibriilation; nausea and vomiting of eariy
prea2nancy; spasmolysis in ﬁ'-ttx int c. i~
not and other allergies chavracierized by
sniooin muscle spasm,

c¢. Lacxing substantial evirdence of ef-
fectivenoss for migraine hcadache in-

cluding allergic migraine, —histaming
head.‘c.lc,” tissue preservation action,
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revention or reduction of severity of
sequellae of oral surgery (pain, trismus,
eaema, and hemorrbacge), potentiation
of the action of central nervous system
depressants with resuliant reduction of
dosage ¢f narcotic analgesics, prevention
of ailergic reactions to inicction of aller-
genic substances, antiemetic effect in
postoperative patients, antitussive ac-
tion: Meniere's disease, nocturnal -leg -
cramps, leg cramps cf pregnancy, func-
tional dysmenorrhea.

5. Diphenylpyraline Hydrochloride in
conventional oral dosage form is:

a. Bfieciive or probably effective for
tlie indications described in the “Indica-
fions” section which follows. The prob-
2biy eflective indications are: Mild, local
aliergic reactions to insect bites; physi-

“cal allergys minor drug and serum reac-

tions characterized by pruritus.

b. Possibly eilective for bronchial
asthma; spasmcdic bronchial cough;
a2tapic dermatitis; neurodermatitis; neu-
rodermatitis circumscripta; eczematoid
cermatitis; aliergic eczema; allergic der-
matitis; contact dermatitis (including
dermatitis venenata or poison 1ivy):
chemotoxie dermatitis: generalized pru-
ritus; pruritus ani and vulvae; secretory
otitis media; propniylaxis of allergic re-
actions to contrast media; pruritus of
jaundice; prophylaxis of penicillin and
(other) drug reactions; pruritus’of aller-
gic dermatoses inciuding contact derma-
titis; relief of insect stings; use in de-
sensitization precedures and when es-
sertial to use therapy kunown to be ’
sensitizing.

.¢. Lacking substantial evidence of ef-
fectiveness fer: migraine headache in-
ciuding allergic rmigraine; “histamine
hezdache;” tissue preservative action;
prevention or recuction in severity of
sequellae of aral surgery (pain, trismus,
edema, and hemoirrhage); potentiation
of the actual of central nervous system
depressants with resultant reduction of
dosage of narcotic analgesics; prevention
of allergic reactions to injection of aller-
genic substances; antiemetic eflect in
pesio perame patients; nausea and vom-
iting of pregnancy.

6. Promethazine hydrocihleoride in con-
ventional oral cr rectal dosage form is:

a. Bffective or probabiy cffective for
the indications deseribed in the “Indica-
tions™ section which follows. The prob-
ably eiTective incicaticns are: Mild. local
allerpic reactions to insect bites: physical
allergy; minor drug and serum reactions
characlericed by pruritus; intractable
inscminia and insomnia predominant in
cerinin medical disorders; prevention
andé control of the more severe, hazard-
ous nausea and \ormtm'rof pregnancy.

b. Possibly effective for bronchial
asthimz; spasmodic bronchial ccugh;
atopic devmatitis; neurodermatitis; neu-
rodermatitis c:r\.wnscripta: eczematecid
dermstius; allergic eczeme; allergic der-

aijdis; c«;macn dermatitis (inclhuding
dermatitis  venenaia or poison ivy);
oioxic dermatitis; generalized pru-
ritiz: pruritus ani and vilvae; secratory
utitis media; prophyiaxis of allergic re-
acilons to contrast media: pruritus of -~
jaundice; prophylaxis of peuicillin and

1971
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(other) drug reactions; pruritus oi al-
lergic dermatoses including contact der-
matitis; relief of insect stings; use in
desensitization prccedures and when es-
sential to use therapy known to be
sensitizing.

¢. Lacking substantial evidence of ef-
fectiveness for: migraine headache in-
cluding allergic migraine; ‘“histamine
headache;” tisste preservative action;
prevention or reduction in severity of
sequellae of oral surgery (pain, trismus,
edema, and hemorrhage); potentiation

of the action of centiral nervous system -

depressants with resultant reduction of
dosage of narcotic analgesics; nausea
and vomiting of reflex origin; shorten-
ing of labor; prevention of allergic reac-
tions to injection of allergenic sub-
stances; and “allergic conditions amen-
able to antihistamine therapy” (consia-
ered too broad to allow meaningful
evaluation).

7. Pheniramine mqleate
- tional oral dosage form is:

a. Effective or probably efiective for
the. indications described in the “Indi-
cations’ section which follows. The prob-
ably efiective indications are: Mild, local
allergic reactions to insect bites; physical
allergy; minor drug and serum reactions
characterized by pruritus; prevention or
relief of motion sickness.

in conven-

b. Possibly efiective for bronchial
asthma; spasmodic bronchial cough;
atopic dermatitis; neurodermatitis;

neurodermatitis circuinscripta: eczema-
- toid dermatitis; allergic eczema; allergic
dermatitis; contact dermatitis ¢inciuding
dermatitis venenata or poison ivy);
chemotoxic dermatitis; generalized pru-
ritus; pruritus ani and vulvae; secretory
otitis media; prophylaxis of allergic
reactions to contrast media; pruritus of
jaundice; prophylaxis of penicillin and
(other) drug reactions; pruritus of al-
lergic dermatoses including contact der-
matitis; relief of insect stings; use in
desensitization procedures and when
essential to use therapy known to be
sensitizing.

¢. Lacking substantial evidence: of ef-
fectiveness for: migraine headache in-
cluding allergic migraine; “histamine
headache;” tissue preservative action;
prevention or reduction in severity of
sequellae of oral surgery (pain, trismus,
edema, and hemorrhage); potentiation
of the action of the central nervous
system depressants with resultant reduc-
tion of dosage of narcotic analgesics;
prevention of allergic reactions to injec-
tion of allergenic substances: antiemectic
effect in postoperative patients; . and
“pheniramine maleate is of value clin-
ically "in the prevention and relief of
many allergic manifestations” (consid-
ered too broad to allow meaningful
evaluation)-.

8. Pyrilamine maleate in conventional
oral dosage form is:

a. Effective or probably effective for
the indications described in the “Indica-
tions™” section which follows. The prob-
ably effective indications are: Miid, iocal
.allergic reactions to'insect bites; physical
allergy; minor drug and serum reactions
characterized by pruritus.

FEDERAL

NOTICES
b. Possibly effective for -bronchial
asthma; spasmodic bronchial ceugh;
atopic - dermatitis; newredermalitis; -

neurodermatitis circumscripta; eczema-
toid dermatitis; allergic eczema; allergic
dermatitis; contact dermatitis (includ-
ing dermatitis venenata or posion ivy);
chemotoxic dermatitis; generalized pru-
ritus; pruritus sni and vulvae; secretory
otitis media; vrophylaxis of allergic re-
actions to contrast media; pruritus of
jaundice: prophylaxis of penicillin and
(other) drug reactions; pruritus allergic
dermatoses including contact dermatitis;

" relief of insect stings; use in desensitiza-

tion procedures and when essential to
use therapy known to-be sensitizing.

c. Lacking substantial evidence of ef-
fectiveness for: migraine headache in-
cluding allergic migraine; “histamine
headache;” tissue preservative action;
prevention or reduction in severity of
sequellae of oral surgery (pain, trismus,
edema, and hemorrhage); potentiation
of the -action of central nervous system
depressants with resultant reduction of
dosage of narcotic analgesics; prevention
of allergic reactions to injection of al-
lergenic substances; antiemetic effect in
postoperative patients.

9. Tripelennamine Hydrochloride or
Citrate in conventional oral dosage form
is:

a. Effective or probably effective for
the indications described in the “Indica-
tions” section which follows. The prob-
ably effective indications are: Mild, local
allergic reactions to insect bites; physical
allergy; minor drug and serum reactions
characterized by pruritus.

“b. Possibly effective for bronchial
asthma: spasmodic bronchial cough;
atopic dermaltitis; neurodermatitus cir-
cumnscripta; eczematoid dermatitis; al-
lergic eczema; allergic dermatitis; con-
tact dermatitis (including dermatitis
venenata or poison ivy) ; chemotioxic der-
matitis; generalized pruritus; pruritus
ani and vulvae; secretory otitis media;
prophylaxis of allergic reactions to con-
trast media; pruritus of jaundice: pro-
phylaxis of penicillin and (other) drug
reactions; pruritus of aliergic dermatoses
inciuding contact dermatitis; relief of in-
sect stings; use in desensiiization pro-
cedures and when essential to use thérapy
known to be sensitizing.

c. Lacking substantial evidence of ef-
fectiveness for migraine headache in-
cluding allergic migraine; “histamine
headache;” tissue preservative action:
preveniion or reduction  in severity of
sequellae of oral surgery (pain, trismus,
edema, and hemorrhage); potentiation
of the action of central nervous system
depressants with resultant reduction of
dosage of narcotic analgesics; prevention
of allergic reactions to injection of aller- .
genic substances; antiemetic effect in
postoperative patients. The indication
“many other “allergic conditions” is con-
sidered too broad to allow meaningful
evaluation. . .

10. Chlorpheniramine Maleate and
Tripeiecnnamine Hydrochloride in sus-
tained action dosage forms for oral ad-
mmlstratxou are:

REGISTER, VOL. 36, NO.

118—FRIDAY, JUNE 18,

a. Probabhly effective for indications
evaluaied. as effective and probably ef-
fective for conventional oral dosage
forms of these drugs. (Sce paragraphs 2
and 9 above.)

b. Possibly effective and lacking sub-
stantial evidence of. effectiveness for the
same indications iisted in these categories
for the conventional oral dosage forms
of these drugs in paragraphs 2 and 9
above.

B. Conditions for epproval and mar-
keting of druaes having an effective
classification. The Food and Drug Ad-
ministration is preparcd to approve
abbreviated new drug applications and
abbreviated supplements to previously-
approved new drug appiications under
conditions described herein.

1. Form of drug. a. These preparations
are in a conventional dosage form suita-
ble for oral administration.

b. Diphenhydramine hydrochloride
may also be in a powder form suitable for
prescription compounding.

" ¢. Promethazine hydrochloride may -
also be in a suppository form sujtable for .
rectal administration.

2. Labeling conditions.- a. The labels
bear’ the statement, *“Caution: Fed-
eral law plombnts dxsptsmsmrr with-
out prescription.”

b. Each drug is labeled to comply with
all requirements of the Act and regula-
tions. Its labeling bears adequate infor-
mation for safe and eifective use of the-
drug and is in accord with the guidelines
for -uniform labeling. published in the
FeEpERAL REGISTER - of February 6. 1970.
The “Indications’” section is as follows:

INDICATIONS

i. Bromcdiphenhydramine Hydrochioride.
Percnnial and seasonal allergic rhinitis.
Vasomotor rhinitis.

Allergic conjunctivitis due t.o 1nhalant al-
lergens and foods.

Mild, uncomplicated allergic skin manifes-
tations of urticaria and angioedema. ’

Amelioration and prevention of allergic
reactions to blood or plasma in patients w:th
a known history of such reactions. -

Dermographism.

As therapy for anaphylactic reactions ad-
junctive to epinephrine and other standard
measures after the acute manifestations have
been controlied.

-Mild, local allergic reactions to msect bites.

Physical allergy.

Minor drug serum reactions characteanG
by prunt.us

Chlorpheniramine Maleate.

Perennial and seasonal allergic rhinitis.

Vasomotor rhinitis.

Allergic conjunctivitis due to inhalant al-
lergens and foods.

AMild. uncomplicated allergic skin manifes-
tations of urticaria and angioedema.

Amelioration and prevention of allergic re-
actions to blood or plasma in patients wiih -
a known history of such reactions.

Dermographism.

As therapy for ana.ph;,lachc reactions ad-
Junctive to epinephrine and other standard -
measures after the acute manifestations have
been controllad.

Mild. iocal nllergic reactions to insect bites.

. Physical allergy.

Alinor drug and serum reactions charactar-
ized by pruritus.

iii. Cyproheptadine HJdrochlorzde

Perennial and seasonal :\llerbtc rhm-ti;

Vasomwotor rhinitis.

Allergic conjunctivitis due to inhalant al-
lergens and foods.

1971



Mild, uncomplicated allergic skin manifes-
tations of urticaria and angioedema.

. Amelioration and prevention of allergic re-
actions to blood or plasma in patients with
‘a known history of such reactions.

Dermographism.

As' therapy for anaphylactic reactions ad-
junctive to epinephrine and other standard
measures. after the acute manifestations
have been controlled.

Mild, local allergic -reactions to lnsect,

" Bites.
°  Physical allergy.

. Minor drug and serum -reactions charac-

terized by pruritus. .
iv. Diphenhydramine Hydrochloride.
Perennlai and seasonal allergic rhinitis.
Vasomotor rhinitis.

. Allergic conjunctivitis due to inhalant al-

lergens and foods..
. Mild, . uncompncated allergic skin mani=
‘festations of urticaria and angiodema,

Amelioration and prevention of allergic
reactions to blood or plasma in patienis -

with & known history of such reactions.

Dermographism. |

As therapy for anaphylactic reactions ad-
Junctive to epinephrine and other standard |
_measures afier the acute manifestations
have been controlled.

Parkinsonism (including = drug-induced).
in the elderly unable to' tolerate more po-
tent agents.

" Mild cases or pa.rkinsomum (including
drug-induced) ‘In other age groups.

-In other cases of parkinsonism’ (includ-
ing drug-induced) In combination with
centrally acting anticholinergic agents,

-Active and prophylactic treatment of mo-
tion sickness. |

“Mild, local allerglc reactions to lnsect
bites, .

"Phystcal allergy

Minor drug and serum reactions charac-
terized by pruritus.

Intractable insomnia .and insomnia pre-
dominant in certain medical disorders.

V.- Diphenylpyraline Hydrochloride. :
. Perennial and seasonal allergic rhinitis.

Vasomotor rhinitis,

Allerglc conjunctivltis due to lnhalant e.l-
lergens and foods.

Miid, uncomplicated. allergic .skin mani-
festatlons of urticaria and angicedema.

Amelioration and prevention of allergic
reactions to blood or plasma-in patients with
& known history of such reactions.

-. Dermographism.

As therapy for anaphvlactlc reactions ad-
junctive to epinephrine and other standard
measures after the acute. manifestations
bave been controlled.

Mild, local. allerglc reactions- to insect
bites.

Physical alletgy.

"Minor drug and serum reactions ﬂhamcter-
ized by pruritus.

. ¥i. Promethazine Hydrochlonde

‘'Perennial and seasonal allergic rhlnltis

- Vasomotor rhinitis.-

Allergic conjunctivitis due to inhalant al-
ergens and foods. -

. Mild, uncomplicated allergic .skin ‘mani~ -

‘estations of urticaria and sngicedema. .

Amelioration and prevention of anergic
-eactions to blood plasma in patients with
+ known history of such reactions.. .

. Dermographism. -

-As therapy.for. anaphylactlc reactions ad-
unctive to epinéphrine and other standard

neasures afber the acute manifestatlons :

\ave been controlled.

Preoperatxve postoperatlve, or obstetrio
edation. - -

Prevention and control of nausea and ~

omiting associated with certaln types of
-nesthesia and surgery.

Therapy adjunctive to me‘)eridlne or other
nalgesics for control of postoperative paln,

No, 118—38

"NOTICES
Sedation in both ¢hildrén and adths as
well as relief of apprehension and production’
of light-sieep from-which the- patlent can
be easily aroused.
Active and prophylacuc treatment ot mo-.
tion sickness.
Antiemetic effect in postoperative patients.
Mild, local a)lergic reactions to
bites. - .
Physical allergy.

Minor drug and serum reactions character-'

ized by pruritus.
Intractable insomnia and insomnia pre-
dominant in certain medical disorders.
Prevention and control of severe, hazard-

. ous nausea and vomiting of pregnancy

vil. Pheniramine Maleate.

Perennial and seasonal a.lerglc rhmltis

Vasomotor rhinitis.

Allergic conjunctivitis due to tnhalant al-
lergens and foods.

. Mild, uncomplicated allergic skin mani-
festat.ions of urticaria and angioedema. .

-Amelloration and ‘prevention of allergic,
reactions to'blood or plasma in patients with
a known history of such reactions.

Dermographism.

-As thereapy for anaphylactic reactions ad- . .

Junctive to epinephrine and other standard
measures after the acute manuest.atxons have'-
been controlled.

- Mild, ~local allergic reactlons to lnsect
'bltes

- Physlicalallergy.:

Minor drug and serum reactions character-
ized by pruritus.

Prevention and relief of motion slckness

viif. Pyrtlamme maleate s

Peérennial and séasonal allerglc rhmlus

Vasomotor rhinitis.

Allergic conjunctivitis due to mhalant al-’
lergens and foods.

Mild, uncomplicated allergic skin. mani-
festations of urticaria and angioedema. .

Amelioration and prevention of allergic re-
actions to blood or plasma in patients with.
a known history of such reactions.

Dermographism.

As therapy for anaphylactlc reactions ad- .

junctive to epinephrine.and other standard
measures after the acute manifestations have
been controlled. o

Mild allergic reactions to insect bites.

Physical allergy.

Minor drug and serum reactlons character-
ized by pruritus..: - -

ix. Triplennamine Hydrochlonde and mt-
rate. :
Perennlal and seasona.l allergic rhinitis
~Vasomotor rhinitis.

lergens and foods. "
Mild, uncomplicated allergic skin mani-
festations of urticaria and angioedema.
Amelioration and prevention of allergic re-
actions to blood or plasma in patients with

" a known history of such reactions.

Dermographism.

"As therapy for anaphylactic reactions ad-
Jjunctive to epinephrine and other- standard
measures after the acute manifesta.t,lons have

" been controlled.

Mild, local allergic reactions to insect bites,
Physical- allergy.

Miner drug and serum reections character-
1zed by pruritus.

" 3. Marketing status. Marketing of such

-drugs may be continued under the con-

ditions .described in the notice entitled
“Conditions for Marketing New  Drugs
Evaluated in Drug Efficacy Study,” pub-
lished in the FEperar REGISTER July 14,
1870 (35 F.R. 11273), as follows:

a. For holders of “deemed approved™
new drug applications (l.e., an applica-

insect

11761

"tion which became effective on the basis- )
'of safety prior to October 10, 1962), the -.
submission of a supplement for revised.

labeling, an abbreviated supplement for
updating information, anc adequate data

to show the biologic availability of the..

drug in the formulation which s mar-
keted as described in paragraphs (a) (1)

(i), (i1), and (iii) of the notice of July - -

14, 1970.

b. For any person who ddes not hold

an approved or effective new drug appli-

" cation, the submission of an abbreviated -
new drug application, to include adequate -

data to assure the biologic availability of

-the drug in-the formulation which is or

is intended to be marketed, as described - -

. in paragraph (a)(3) (ii) of that notice.
c. For any distributor of the drug, the’

use of labeling in accord with this an-

nouncement for any such drug.shipped.

within the jurisdiction of the Act as de-
scribed in paragraph (b) of that notice.
4. For indications for which the drug
has been classified as probably effective
-(included in the “Indications” .section

above) and possibly effective. (not in- .

cludéd in the “Indications”
continued ufe as described in (c)

section),

" (e), and (1) of that notice.
C. Conditions for marketing drugs hau— ’

ing no indication classified as effective.
1. Within 60 days of the date of publica-

" tion of this anhouncement in the FEDERAL

REGISTER, the holder of any previously

.. approved new drug application for a.drug
which is classified in paragraph A above
as lacking substantial evidence of effec-’
tiveness is requested to Submit a supple-~.

ment to his application, as needed, to
- provide for revised labeling which deletes

-those indications for' which' substantial -
evidence-of effectiveness is lacking and --
which contains an “Indications” section~

in accord with that described below. Such

isupplement should be submitted under- -

the provisions of § 130.9 (d) and (e) of
the new drug regulations (21 CFR 130.9
(d) and (e))-

liest possible time, and the revised label-

ing should be put into use within the

Allergic conjunctivitis due to inhalant al- ~761?dg:?1,;m€;rgx?d tlz’,aggﬁh?re%i?: ]:11;51}} )

ing into use within 60 days after the date
of publication hereof in the FEDERAL

REGISTER may result in a proposal G . j
. withdraw approval of the new drug

application: '
_ 2. If any such preparation is-on the
market” without an approved new drug
application, its labeling should be revised

-to delete all-claims for which substan-
tial evidence of effectiveness is lJacking as -~ ~

described in paragraph A above and to be
in accord with this notice. Failure to

- delete such indications and to put the

revised labeling into use within 60 days
after the date of publication hereof in
the FEDERAL RECISTER may cause the drug

to be subject to regulatory proceedings.
3. Indications for which the drug is .

regarded as probably effective or possibly
effective may continue to be used for. 12

months or 6. months, respectively, follow-"

ing the date of this publication, to allow

additional time within which holders of

FEDERAL REGISTER, VOL, 36, NO, 118—FRIDAY, JUNE 18,- 1971 ' : ’ -
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which” “permit’ certain =~
changes to be put into effect at the ear- -
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prevxous]y approved apphcatxons or ‘per-

sons marketing the drug without ap-
~y proval may obtain and submit to the Food
"*Jand Drug Administration data to provide
-substantial evidence of effectiveness, in--
cluding evidence.that .the drug has. the

sustained. action or prolonged effect

claimed. ’

4. To be acceptable for" 'consmemtmn
-in support of the effectiveness of a drug,
any such data must be previously unsub-
- “-mitted, well organized, and include data
- ..from adequate and well controlled clini- .

-cal investigations.. (identified . for ready

" review) as described in §'130.12(a)(5) of -~

the regulations published in the FEDERAL -
-ReGISTER of May 8, 1970 (35 F.R. 7250).
Carefully conducted and documented
-clinical studies obtained under uncon-
“trolled or partially controlled situations
* are not acceptable as a sole basis for the
..approval of claims of effectiveness, but
such studies may be considered on their
merits for corroborative support of

- efficacy and evidence of safety. - -
5. At the end of-the 6-month and 12-

‘month ‘periods;- any such. data wilk'be -

i

evaluated to determmine.whether there is
‘substantial .evidence of effectiveness of
the drug for such uses. The conclusions
. concerning the drug will be published in.
"‘the FeperAL REGISTER. If no studies have
- been undertaken or if the studies do not
. provide.substantial evidence of effective-
ness, procedures will be initiated to with-

. draw approval of the new drug applica-
tion for the drug, pursuant to the provi-
“sioris of “section 505(e) of the Federal .
“Food, Drug, and Cosmetic Act. With-
) drawal of approval of the application will -
' cause any such drug on the market to. be
a new drug for whlch an approval is not

in effect.

6. Labeling .revised. pursuant to. this
notice should take into account the com-
ments of the Academy, furnish adequate
information for safe and effective use of

- the.drug, be in accord with the guidelines
. for uniform labeling (§ 3.74) published
in the FeperaL REecisTeEr of February 6,
1970, and recommend use of the drug-
(for the probably effective indications).
as follows: (The possibly effective indi-
cations may- also be included for 6
‘months) .
INDICATIONS

(The “Indications” sections "are the same -
as those listed for the conventional dosage
forms of - chlorpheniramine maleate - and
tripefennamine hydrochloride in paragraph
~B.2 above.)

. D. Opportunity for a hearing. 1. The
Commissioner of Food and Drugs pro-
poses to issue an order. under the provi-
visions of section 505(e) of the Federal
Food, Drug, and Cosmetic Act withdraw-
ing approval of all new drug applications
and all amendments "and supplements
_thereto providing for the indications for
which substantial evidence of effective-
ness is lacking as described in-paragraph
A of this announcement. An order with-
draiving approval of the appli¢ations will
_not issue if such applications are supple-

Ymented, in accord with this notice, to -

" delete such indications. Promulgation of
‘the proposed order would cause any re-

"is a genuine and substantial issue of fact -

" FEDERAL

NOTlCES

]ated drug for human use oﬁered for the Requests: for- NAS-NRC report Press Rela- .-

indications for which ‘substantial evi-
dence of effectiveness is lacking to be a
new drug for which ‘an ‘approved new

.drug application is not in effect. Any such
.drug then on.the market would be sub-

ject to regulatory proceedings..
2. In accordance with the provisions of
section 505 of the Act (21 U.S.C. 355} .and

the regulations promulgated thereunder

(21 CFR Part 130), the Comnmiissioner -
will give the holders of any such appli-
cations, and.any interested person who
would -be. adversely.-affected by such-an

‘order, an opportunity for-a hearing to .
show why such indications should not be -~ - -
- deleted- from labeling. A-request for a .
hearing must -be filed within 30 days. -

after the date of publication of this no-
tice in the FEDERAL REGISTER.

3. A request for a hearing may not rest
upon mere allegations or denials but must
set forth specific facts showing that there |

P P [N

that requires a hearing, together with a
well organized and full factual analysis

of the- clinical “and- other investigation -
data that the objector is. prepared to . ;
-prove in a hearing. Any data submitted in .
: response to this notice must be previgQusly

-unsubmitted and includé.data from ade-
quate and well controlled clinical inves-
tigations (identified for ready review) as

described in § 130.12(a) (5) of the regula- - -- -

tions published in the FEDERAL REGISTER

tions Office (CE—ZOO) Food and Drug Ad-

ministration, 200 C Street SW., Washing-- -

ton, D.C. 20204,

This notice is issuéd pursuant to provi<

sions of the Federal Food, Drug, and Cos-
metic Act (secs: 502, 505, 52 Stat. 1050-53,

as ‘aménded; 21~ USC 352, 355) and-

under the authont,y delegated to the

-Commissioner of Food and Drugs (2]'

"CPFR 2.120).

Dated May 17, 1971

: SAM D. .FINE,
Assoczate Commissioner
for Compliance.

{FR Doc. 71—8557 Filed 8—17—71 8 46 am]

i
[}
'
I

of May 8, 1970 (35 F.R. 7250). Carefully i

conducted and- documented clinical

.partially controlled situations are not ac- !

ceptable as a sole“basis for approval of |
claims of effectiveness, but such studies. |

may be-considered on-their- merits for
corroborative support of efficacy and evi-
dence of safety.

4. If a hearing is requested and is Jus-
tified by the response to this notice, the
issues will be defined, a-hearing exam- i

.iner will be named, and he shall issue a-:

written notice of the time and place a.t
which ‘the hearing will' commence.

A copy of .the Academy’s report has
been furnished to each firm referred to;

+ above. Any other interested person inay‘l

obtain a copy by request.to the appropn-
ate office named below.

Communications forwarded in re-..
sponse to this announcement should be:
identified with the reference number;
DESI 6290, directed to the attention of!
the foliowing appropriate office, and ad-;
dressed (unless otherwise specified?, toi
the Food and Drug Administration, 5600

Fishers Lane, Rockville, Md. 20852: ~- g

Supplements (identify with' NDA number) :
Office of Scientific Evaluation (BD~100),
Bureau of Drugs.

Original abbreviated new drug appncauon
(identify as -such): Drug Efficacy Study
Implementation Project . Office (BD-35),
Bureau of Drugs.

_Request for hearing (Identify with Docket

" number) : Heariug Clerk, Office of General
_ Counsel (GC-I) Room 6-62, Parkla.wn
Bulldjng

All other communications regardmg this an-
nouncement: Drug Efficacy Study ILmple-
mentation Projecg Ofﬁce (BD—a) Bureat
of Drugs.

e
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NDA 84-902
AF 27-736

Alcon Labormtories, Ine.
Attention: M. Richard A. Hamer

G201 South Fooeay SEP30 1975
Fort Worth, TX 76101
Gentlemen:

Reference {s made to your abbreviatad new drug applicatien dated
September 9, 1975, submitted pursuant to Section 506(b) of the Federal
Food, Drug, and Cosmetic Act for Promethacon Supprettes (promethazine
hydrochloride suppositories), 50 mg. :

We have completed the review of this abbweviated new drug application
and have the following cosments: - '

1. Submit twalve coples of the final printed csrten and
insert labeling tdentical in content to the drafts.

2. Submit the proposed famedfats container labeling.

3. ify the camposition of the foed coloring, or the
f::epmummwrm nfnml from the mnufacturer.

4. Swtwit samples of the drug dosage fewm with the results of all
performed

Please 1ot us have your response promptly.

cc:

Dup g‘#:#”

HFD-530 HFD-614 HFD-616 1[1(
JRCarr/JMeyer/JTaylor 9-23-75 h‘lﬂ/«.

R/D init. JMeyer/MSeife 9-26-7
Final typing/wlb/9=26=75 .

e it \ca\ 1 /”l/) ;5

’
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Alcon Laboratories, Inec.
Atteation: Mr. Richard Hemsr
P.O. Box 1939

6201 South Freeway

Yort Worth, TX 76101

Gentlemen:

Refersucs is made to your abbreviated new dyug applicatioa submitted
pursuaat to Section 503(d) of the FTederal Food, Drug, aud Cosmatic
Act for Promsthacon Suprattes (Promethasine Hydrochloride Suppositories).

"~ Ue acknowledge receipt of your commmication dated Octoderxr 7, 1975,

wvhich contained preliminery stability data snd make 2 commitment to

gubmit additional data as it becomes svailable. -
Reference is also made to our communication dated September 30, 1973,

Ve have completed the raview of this abbreviated new drug application.

Bowsver, before we are able to reach a final coanclusioa, the informstion
requasted per ocur above-referenced commmicatioa is required.

Plomhtuhanymmpmono-pﬂy. (]
o ﬂ

ce:

DAL-DO ( L
W x.2." ?/J

dup ,

HFD-614 HFD-616 vision of Generie Dug

JLMeyer/JTaylor . f/ ﬁﬁa of Drug Momographs

R/D init. , MSeifé 10/21/7Bureau of Drugs

FPinal typing bho 10/21/75

. w ’ {%J l /4/9}/7)/
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Alcon Laborateries, Ise.
Attention: Mr, Richard Hammer
6201 South Freswsy

Port Werth, TX 76101

Gentlenen:

Reference is mads te ysur abbreviated new drug applicatien submitted
pursusnt te Seetiem 503(b) of the Pederal Feod, Drug, and Cosmetic
Aet for Promsthasine lydroehhrido Suppositories, 50 wg.

Wcuknwledpneeiptotymmiuumdnmws and
15, 1976.

We have complated the reviaw of this abhreviated new drug application
and heve the following commemts:

1. Submit twelve copies of the final printed immediste coantaimer

labeling.

2. Adequate dsts to sssurs the b . avallability of the drug
in ths foras in whieh it is te be =i eod sre required. It
is suggestsd that tha prepesed protocol bde subaittad for review
. prier to imitigting amy astual studias.

thhtuhtnyoummtly. Q /

/Mm L/ Lﬁ% G

otnu of Drug w
cc: Buress of Drugs
DAL-DO
dupglg 23/ 14
HFD-614 HFD-616

JRCarr/JLMeyer/ JTaYIOWY?
R/D init. JLMeyer, MSefffel/ 2/20/76

Final typing bho 2/23‘76
Rev. w/f \% \ 9‘"3‘5“%
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DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE -

R PUBL!C HEALTH SERVICE
FOOO AND DRUG ADMINISTRATION .

ROCKVILLE MARYLAND 20852

Alcon Lsboratories, Inc. ‘

Attention: Mr. H.A. Whissen NO

Box 1959 o v 041%
Fort Worth, TX 76101

Gentlemen:

Product:  promethazine Cral

In accord with Administration guidelines, the 1abe11ng for the above
drug dosage form has been updated.

We call to your attention the accompanying material and request -
revision of your package insert - at the time of the next printing.

Please submit twéTve copies of the reviéed labeling within 180 days.

,$$acgrely yours,(ﬂ7 _ ﬂ ' -
/ .

Hiahviv3éife, N.D. - 4}’
Director :

-Division of Generic Drug Monographs
Office of Drug Monographs
Bureau of Drugs

Enclosure:
Labeling guidelines

cc:
ANDA ‘m dup.)
MSei 1 1-4-76
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% 84-901

Alcon Laboratories, Inc.
Attention: Mr. Richard A. Hamer
6201 South Freeway

P.0. Box 1959

Fort Horth, TX 76101

Gentlemen:

Reference is made to the letter submitted on your behalf by Kletfnfeld,
Kaplan and Becker, requesting deferral of biocavatlability studles for
Promethacon Suprettes (promethazine hydrochleride suppesfitories),

25 mg. and SO-pg..

The request was reviewed by our Division of Blopharmacewtics and they have._
the following cosments: ,

“The Division of Biophareaceutics cannot grant this deferral and
cannot recomeend approval of thirapplication under 320.21(c} lacking
proof of bicequivalence to the reference drug, f.e., Phenergan Rectal
Suppositories (Wyeth).

The firm should be advised that they must efther dessastrate the
bicequidalence of their product, {.e., Promethacom Suppositories to
Wyeth’'s Phenergan Suppositories or perform a small clinical trial to
establish the safety and efffcacy of their product.

The firm should be advised that although 1t Is not mandated, 1t s highly
reccmnended that they facliude Phenergan oral tablet as am additional
reference standard. Ia the absence of such a standard, Dr. Creut, at

a February 8, 1979 mesting, recesmended that 3 box warniag be dicluded

fn the labeling stating: “"Bfeeguivalence between the oral tablet and
suppository has not been established”.

Bas{is of Recommendation:

1. The Division of Bispharmacewtics has ample documentation of
bioavailadbility/bloequivalence problems with suppasitory drug
products.

2. In the absence of bicequivalemce dats, the Divisieon has mo assurance
that labeling (desage adwinistration) 1s appropriate for this product.

Due to the clinfcal use of this product 1t {3 necessary to demonstrate
biocequivalence to the reference product {n 1feu of a clinical trial to

assure therapeutic equivalenmce.

ottty i ren s
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3. An analytical method to measure Promethazine i{n plassa has been

reported {n the Journal of Pha and Pharmaco 28 Suppl. S6P
(19761 The DivisTon of Elmrn_a&?ﬂes has eoa%

m stated that the method was reproducible,

ﬁ“ﬁ"?”"“"Q ﬂ \1‘\1(79
; | zm' . W.D.

Oivisien of Generfc Drug phs
0ff{ce of Drug Monographs
Burean of Drugs

cc:
DAL-DO DUP HFD-614
HFD-520 Bio
HFD-530 Meyer
MSeife/wlh/4-2-79
bio letter
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Alcon Laboratories, Inc.
Atteation: Mr. Roger Metzler
P.0. dax 1955

fort Worth, TX 76101

Gontlamen:
Fafereace i3 made to the protecel you sshmitted for bsavailabdility

studfes for 'mw pramethaxtne hydrochleride
suppesitarties) 25 mg. and 3O my. ¢

The proteco! has besn reviewed by cur Divisiea of Rtophurmacewtics and
they have the following casments:

*1. The totsl utudbludulhmdmthmm
to b _ . A A

cc: DAL-PB DUP 3 ,
HFD-614 HFD-520 HFD-530 yours., 0
MSeffe/wh/11-5-79

bio \ et t
| mﬁca. . T
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Alcon Laboratories, Inc. ‘
Attention: Mr. Richard A. Hamer
P.0. Box 1959

Fort Worth, TX 76101

Gentlwen;

Reference is made to the bioavaﬂahﬂity $ you submitted on
" September 5 1980 for Promethazime Hydrechlo Suppositwia. 50 mg.

The study has been reviewdd by our Division of Biophammﬂes and they
have the following comments:

"1. The report stated that Qpﬂned serum uu?les and drug-free sorum -
yielded unfdentiffed peaks, one oa the shoulder of the promethazine

peak. Indfcate whether the promethazine concentration eeported reflects -
any withink or between-subjéct varfation in this untdentifted peak.

For example, did the analyst subtract a blank value frem unknowm

sample values for the same subject?)

2. State the decision ryles for reporting a sample proathuim
concentration as zero (0).

3. Show the exteng to which the premethazine-trichloroethylehloroformate
product was characterfzed.

.4. The study shows large within subject varfation. For example, when
each subject uu W&z m oua control, ET following adwinfstration
pesito 18 1.1 thms that following Phensrgan Syrup
Fortis. W.M , {814} of the subjects were {n the range
ropesed. Phenotitiabing Bioequivalence Requirements, Federal
583 26=: 1980). Only 4 of 14 subjects wers
ran ) ijects wers evaluated for: the rélative Mﬂnﬂabﬂmr
of the tast wm%« {Alcon) and reference selution.

5. Givem that the asssy method 1s valid, the study shows that the Alcon
suppositortes are 1.4 times as bicavailable as the Phensrdas Symp.
Further, 7 of 14 sulijects exhibitad a relative bicavatlability 2 1.4.
These results indicate that the Alcon supposttories are certainly moee -
bioavailable than the inmovater's suppositories; they were 0.3 times as
btoavailable as the syrup.
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PECOMMENDATIONS: The firm is informed of the azbove comments. The submission
is {ncomplete due to the following deficifencies:

DEFICIENCIES:
&
!

cc:

DAL-DO DUP HFD-530
HFD-520
MSeife/wh/2-3-81
bio

WT“"' Q—“z’

tfmJSo/‘lfe. M. t
frector
Division of Gene#ic Drug ographs

Office of Drug Monographs
Bureau of Drugs
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NDA- 84~902 -

Aloon Laboratocies, Ino.,
Attantion: FRoger Q. Wetxler
6201 Jouth Preswey
P.0. Box 1939

Fort Worth, TX 7610}

Ganvtlemen :

Refarence is made to the bioswailabdlity stndy you submitted for Promthazine
Soppoaitoriss, 50 my.

The study has basn reviewsd by your Division of Ricgherwecsutios axi they have the
following commmts:

The bicevailahilicy stuly (sdmission dsted: Sepbesber S, 1980) m::ngz
scosptabls to the Division of Bicpharmonics as partial fulfillment of the
Bicavailability/Ricequivalence Sequizemmts. mmummmm

meh-wmmmwdm
Biosvailability, valsnos : h

Divectow ;
plvision of O Dirug Monogrephs
oc: m:m 5
DAL~DO Sare Deoge
HFD~520 ' o
HFD~530
MSeife/7/24/91

pb/7/24/81
Bio
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NOA 84-902

Alcon Laboratoriss, Ine.
Attentioa: Reger Matzler
P.0. Bex 1989

Fort Worth, X 76100

Gentlemen:

Reference is made to the dissolution data you submitted for
Promethacon (Prometharime fiydrochlorids) Suppesitories, 50 my.

The data have been reviemd by our Divisfon of Biopharmacautics
and they have the following comments:

"The firm {s inforwad that the Agency has no dissolution test
requiremat for premsthazine suppositories. lowever, the Agency
encoureges the firm ta dewalep dissolution test methodelogy and
'zﬂutku in water w buffer which resemble bielogical
uids.

BS: The Dissslutton Study No. PRZ 7750140 submitted
original subwissfon dated 10-31-75) and conducted by the

has been revimmd by the Division of Biopharmmeceutics.

The Hivisten of Bisphavwesuutics has determined that your fecation bas
fulfilled all the sscessary slements of the Bicavaflabiiity/Btosquivalence
Requirement. * :

DAL-DO Dup :
HFD-530:

HFD-614
MSe1fe/wh/8 27-81 Biviston of Ceneric

bio Office " Drug lmusnplu
Suregu of Drugs




ALCON LABORATORIES.INC., 6201 SOUTH FREEWAY, P.0.B0X 1958, FORT WORfH, TEXAS 76101

September 1, 1981

Marvin Seife, M.D.
Director, Division of Generic

orroud Honographs s (HFD-530) 24 ORIG AMENDMENT

Bureau of Drugs
5600 Fishers Lane

Rockville, Maryland 20857 : LD[[

. Re: Promethacon™ Supprettes™ 50 mg
(Promethazine HC1 Suppositories) -
ANDA 84-902
Dear Dr. Seife:

I am forwarding twelve (12) copiés of our final printed package insert
as discussed during our telephone conversation of August 17, 1981,

Sincerely, 4

Reap G efrs

Director, Regulatory Affairs

RQM:cr
Attachments
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ALCON LABORATORIES, INC., 6201 SOUTH FREEWAY. P.0.BOX 1959, FORT WORTH, TEXAS 76101

August 17, 1981

ORIGINAY -
NEW CORRES

Marvin Seife, M.D. ‘
Director, Division of Generic Drug "
Monographs /L/f

Office of Drug Monographs - /7
(HFD-530) . (»‘(l(

Bureau of Drugs
5600 Fishers Lane
‘Rockville, Maryland 20852

Re: Promethacon™ Supprettes™ 50 mg
(Promethazine HC1 Suppositories)
ANDA 84-902

Dear Dr. Seife:

We are forwarding, under separate cover, a sample consisting of 240
Promethazine HC1, 50 mg Suppositories per your request of June 25,

1981. This sample is labeled with 1ot code PB-077-81. A copy of
our certificate of analysis for this lot is attached to this letter.

Sincerely,

- Koo Q17 for

Roger Q. Metzler
Director, Regulatory Affairs

RQM/cr
Attachment




ALCON tABORATORIES, INC., 6201 SOUTH FREEWAY, P.0. BOX 1953, FORT WORTH, TEXAS 76101
Phone {817} 293-0450 Telex 75-8320

~June 25, 1981

E!OA\IAILABILITY MATERIAL
HAND DELIVERED . - . ﬂ"
'

Marvin Seife, M.D. | 'A‘IHA UR“; Aﬁ@!ﬁi’ﬂ

Director, Division of Generic Drug Monographs
Office of Drug Monographs (HFD-530)

Bureau of Drugs .

5600 Fishers Lane

Rockville, Maryland 20852

Re: Promethacon™ Supprettes™ 50 mg
(Promethazine Hydrochloride Suppositories)
ANDA 84-902

Dear Dr. Seife:

Reference is made to your letter of February 4, 1981 advising us of

the comments and deficiencies noted by the Division of Biopharmaceutics
following their review of our bioavailability studies submitted on
September 3, 1980. Please find attached, our response to these comments
and deficiencies.

Each comment or deficiency cited in your letter is set forth on a
separate page with our response following. In those cases where
additional material is being submitted in support of our response,
this material is described in our response and included on the
following pages.

Sincerely Yours,

"3239e5g,\/<5$1 ;4717' _

Roger Q. Metzler
Director of Regulatory Affairs

RQM:pr
Attachments

DEDICATED TO ADVANCES IN OPHTHALMIC THERAPY



ALCON LABORATORIES. INC.. 520! SCUTH FREEWAY PO 80X 19532 E0RT WORTH TEXAS 76101
Phgne 13171 293-0456 - Telex 753220
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September 3, 1980 .
N S
»;-4\";‘0“‘ . :\

HAND DELIVERED NDA 0518 A;“Emmﬂn- Nt o |

Marvin Seife, M.D. ITY MATERIAL
Director, Division of GenerigiOAvmu‘B“'

Drug Monographs ‘ Moo 2o
Office of Drug Monographs (HFD-530) R

Bureau of Drugs
5600 Fishers Lane
Rockville, Maryland 20852

RE: PROMETHACON™ Supprettes™ 50 mg
(Promethazine Hydrochloride Suppositories)
ANDA 84-902

Dear Dr. Seife:

Reference is made to your letter of September 30, 1975, advising us of
the completion of your review of the subject ANDAs. In addition, please
reference your subsequent letters of December 18, 1975, February 24, 1976
and April 3, 1979, requesting demonstration of in-vivo bioequivalence of
our product to Wyeth's Phenergan® Suppositories.

At this time, we are pleased to submit, in triplicate, an Amendment to
ANDAs 84-901 and 84-902 providing the results of our recently completed
bioavailability studies with the subject products in human volunteers.

This submission consists of three volumes (3) as follows:

1. Volume I provides the following revisions and additions to
information contained in the original submission and subsequent
amendments:

a. Part 4, pages 1-8: The package insert has been revised to
include information obtained from the bioavailability study.
Format has been revised in accordance with new 21CFR §201.56
(44 F.R., June 26, 1979).

b. Part 7 and 8v, pages 9-36: provides for an alternate assay
_ ~ method for promethazine hydrochloride in the finished
dosage form. This alternate assay method may be used in
stability studies and as a release assay.



Marvin Seife, M.D.
Page Two
September 3, 1980

c. Part 7 and 8v, pages 36-58: provides updated stability
data justifying a 24-month expiration date. We commit to
perform-stability testing on the first three (3) production
batches and submit results periodically. We hereby agree
to promptly withdraw from the market any lots that are shown
to become subpotent.

d. Part 7 and 8v, pages 59-65: provides a Bibliography of
references.

2. Volume II provides the results of our biocavailability study
with Promethacon™ Supprettes™, Phenergan Suppositories (Wyeth),
and oral Phenergan Syrup Fortis (Wyeth) in human volunteers.

The results of this study clearly demonstrates that the
bioavailability of Promethacon™ Supprettes™ is superior to that
of Phenergan Suppositories and is, in fact, equivalent to that
of oral Phenergan Syrup Fortis administered in equivalent doses.
Analytical methodology for determination of promethazine
hydrochloride in serum is also included.

3. Volume III provides Investigators Curriculum Vitae, Clinical
Laboratory Reports and Case Report Forms for individual subjects
participating in the bioavailability study.

As you requested, we are also submitting a fourth (desk) copy of
Volumes Il and III to facilitate review of the bioavailability data
by the Division of Biopharmaceutics.

We trust that the information submitted will enable you to complete
a satisfactory review of these applications.

Sincerely,

e G

Roger Q. Metzler
Director of Regulatory Affairs

RQM:1g
Enclosures
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ALCUNLABORATDRIES.IN?., 6201 SOUTH FREEWAY, P.OBOX]-"-JQ,FORT “RTH, TEXAS 76101 f%

September 5, 1979 : eﬂ& u& "
&~ 70¢
Certified Mail #995704 - Rad TR TRt 3o <:17§(Juvt_

Return Receipt Requested

- to BNy
Marvin Seife, M. D. o NDA ORIG M"IE‘"“:“"’}?NT
Director, Division of Generic Drug Monographs
0ffice of Drug Monographs (HFD-530)
Bureau of Drugs
5600 Fishers Lane
Rockville, Maryland 20852

Re: PROMETHACON® Supprettes . |
25 mg and 50 mg (Promethazine Hydrochloride Suppositories)
ANDA 84-901 and 84-902, September 9, 1975 -

Dear Mr. Seife:

Reference is made to our letter of June 20, 1979, submitting a proposed
protocol for a bioavailability comparison of 50 mg rectal and oral doses
of promethazine HC1. The subject protocol was reviewed during a meeting
with Drs. Skelly, Rotenberg, Purich and Dighe of the Division of Bio-
pharmaceutics on June 20, 1979, and several revisions were suggested

and discussed. During a telephone conversation on August 31, 1979 with
Dr. Frank Pelsor, Division of Biopharmaceutics, he reiterated some of the
comments made during the June 20, 1979 meeting and requested that we not
begin the study until the protocol was revised to accomodate those sug-
gestions.

Accordingly, we are pleased to submit herewith, in triplicate, a revised
protocol for a bioavailability comparison of 50 mg rectal dose of pro-
methazine HC1 (Phenergan-Wyeth and Promethacon-Alcon) and a 50 mg oral
dose (Phenergan Syrup Fortis-Wyeth) in 24 human volunteers utilizing a
three-way crossover design. The revised protocol incorporates most of
the suggestions made by the Division of Biopharmaceutics staff.

This revised protocol has been reviewed and approved by the investigators
and is currently awaiting approval by the Institutional Review

We propose to begIn the study as s
protocol receives IRB approval, anticipated in October, 19

Sincerely yours,

. Roger Metzler 2 \Q%%E!\‘-_—/
Manager of Regulatory Co o Q
RM:aj 7p eﬂ“\\

cc: Dr. Frank Pelsor T~
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ALCON LABORATORIES‘,"‘iN—C., 6201 SOUTH FREEWAY, P.0. 30X 1959, FORT WORTH, TEXAS 76101

Phone (817) 293-0450 ) Telex 75-8320
RICHARD A. HAMER : 'Tl\g Communicate o;;x Ao
Manager of Regulatory Compiiance 7/(/77 f‘\o A\l
: w te)
June 20, 1979 » ~
. gqrcvcadgs ~U\u l&’“ﬁ\
HAND- DEL IVERED | f has been responded

ayr lettey

NDA CRIG As ’;EH
ol el

Marvin Seife, M.D. . NAZ 2/ /1/7,0/77
Director, Division of Generic Drug Monographs : -t
Office of Drug Monographs (HFD-530)

Bureau of Drugs . ‘ A

5600 Fishers Lane -
Rockville, Maryland 20852 ' ‘

Re: PROMETHACON Supprettes
25 mg and 50 mg (Promethazine Hydrochloride Suppos1tor1es)
ANDA 84-901 and 84-902, September 9, 1975

Dear Dr. Seife:

Reference is made to your letter of April 3, 1979, stating the comments
of the Division of Biopharmaceutics regarding Alcon's request for deferral
of bioavailability studies for Promethacon Supprettes (promethazine hydro-
chloride suppositories) 25 mg and 50 mg, pending development of suitable
assay methodology.

As indicated in our letter of February 8, 1979, Alcon has, since June,
1976, actively pursued development of methodology for measuring the bio-
logic availability of promethazine. These efforts have recently come to
fruition with development of a “method which is felt to be suitable for
determining promethazine levels in plasma. The issue of deferral of bio-
availability studies for the subject products has therefore become moot at
the present time.

Submitted herewith for revwew, are triplicate copies of a proposed protocol
for a bioavailability comparison of 50 mg rectal doses of promethazine HCI
(Phenergan-Wyeth and Promethacon-Alcon) and a 50 mg o Phenergan
Syrup Fortis-Wyeth) in 12 human volunteers utilizi ) 1' rossover
design. Proposed methodology for measuring plas
is also included in this submission. '




ife Page 2 ~ June 20, 1979

Our current plan calls for the initiation of the bioavailability study

at o , on
or about July 16, 1979. While we recognize this to be a fairly tight
schedule, we hope that the Division of Biopharmaceutics will be in a posi-
tion to comment on the adequacy of the proposed protocol and assay method-
ology, as it relates to approval of our pending ANDAs, prior to that date.

Your cooperation is this matter is very much appreciated.

Sincerfy yours,

RAH:cob -
Enclosures. =



VINCENT A. ALEINFELD
ALAN H. KAPLAN
ROBERT H. BECRER
THOMAS O. HENTELEFF
RICHARD S. MOREY
PETER O. SAFIR

F. KAID BENFIELD
GLENN E. DAVIS

MARC H. SHAPIRO
CHARLES M. BARR

Bernard E.
(HFD-520)

KLmNrELD EKAPLAN AND BECKER

LAW OFFICES

TCLEPHONE
1200 SEVENTEENTH STREET, N. W,

WASHINGTON. D. C. 2OQ36

12024 689-2183%

February 8, 1979

Cabana, Ph.D.

Division of Biopharmaceutics
Food and Drug Admlnlstratlon
5600 Fishers Lane -
Rockville, Maryland 20857

Dear Dr.

This is in further reference to my letter

Cabana:

29, 1979, and our meeting of February 5, 19Z4Wddn ing the -

bioavailability requirements for approval conditi
approval of Alcon Laboratories' pending ANDAs (ANDAS
and 84-902) for its promethazine HC1l 25
tories ("Promethacon").

As discussed during our meeting, i
that these pending ANDAs are entitled t
tional approval under 21 CFR 320.21(c). t is our
that a deferral of in vivo bioavailability t@!s
justified by application of 21 CFR 320.22(d)

‘gnd 50 mgg?upp s\

individually and concurrently.

These applications satisfy the conditions enumerated in

21 CFR 320.21(c) for deferring the requirement for evidence
of in vivo bloavallablllty or information justifying a
waiver of in vivo bioavailability data in that they were
under review on July 7, 1977 and, except for the submission
of final printed labellng and evidence demonstrating in v1vo
bioavailability, the applications are approvable (see “Exhibits

A'B&C)o

It has always been, and continues to be, Alcon's

position that when an assay methodology for measurlng pro-
methazine in biological fluids is developed which is accept-
able to the FDA,*/ it will promptly begin an in vivo bio-
availability study, under a mutually agreed upon protocol,

*/ As pointed out in our January 29, 1979 letter (a copy
of which is attached as Exhibit D), Alcon has actively,
but as yet unsuccesfully, sought to develop methodology
for measuring the biologic avallablllty of promethazine.
A summary of Alcon's efforts in this continuing endeavor
is attached hereto as Exhibit E.

i



EKLEINPELD, KAPLAN AND BECEER

-2~
and submit to FDA, as a supplement to its ANDAs, the data
generated from these studies. Accordingly, in order for FDA
to be in a position to immediately grant a conditional ap-
proval for its pending ANDAs, Alcon hereby agrees to conduct
in vivo biocavailablity studies and submit the results of the
studies to FDA within 180 days from the date a study protocol,
including assay methodology, is accepted by FDA as being
adequate. A proposed protocol, absent the methodology used
for determining in vivo biologic availability, will shortly
be submitted to FDA with the objective that FDA and Alcon
can promptly agree as to the adequacy of the protocol so
that upon agreement of a methodology for determining in vivo
biologic availability the study can immediately be initiated
and the 180 day clock started.

In conclusion, it is respectfully submitted that FDA's
biocavailability regulations, as well as the policy objectives
underlying the ANDA system, mandate that the pending ANDAs
for Alcon's promethazine preparations be approved or con-
ditionally approved. I will contact your office in two
weeks in order to ascertain the Agency's position with -
respect to the deferral of in vivo bioavailability data and
the status of the ANDAs.

Sincerely,
Thémas O. Henteleff
Attorney for Alcon Laboratories

cc: Dr. Marvin Seife



ALCON LABORATORIES, INE-, 6201 SOUTH FREEWAY. P.0.B0X 1959, FORT WORTH, TEXAS 76101

NE\N CORRES

RICHARD A. HAMER _ : -QRIG

Regulatory Affairs N ﬂ/fd/ )

Webcon Compliance January 20, 1976 M

-

CERTIFIED MAIL
RETURN RECEIPT REQUESTED

Marvin Seife, M. D.

Director, Division of Generic Drug Monographs
Office of Drug Monographs, HFD~-530 Room 16-72
Bureau of Drugs

Food and Drug Administration

5600 Fishers Lane

Rockville, Maryland 20852

Re: PROMETHACON" Suppr‘ettes'm 25 mg and 50 mg
{(Prometinazine Hydirochloride Suppcsitories)
ANDA 84-801 and _Ef_l_-,ggz,,_dated September 9, 1975

" Dear Dr. Seife:

This is to confirm our meeting of January 8, 1976, with the Division of
Generic Drug Monographs (represented by you and Dr. Barzilai) and the -
Division of Biopharmaceutics (represented by Drs. Skelly and Murdock)
to discuss the question raised in your letter dated December 18, 1975,
with respect to the in vitro dissolution studies contained in the above~
referenced apphcatmns.

Since Drs. Skelly and Murdock raised certain additional issues during

this meeting which were not included in your December 18 letter, and
which, in our opinion, are extraneous to the approval of these applications,
we take this opportunity to summarize our under‘standing of the results of
this meeting and to reiterate our position on the s issues raised.

~i 308
Our applications were submitted on the basis that no methodo %y‘was
available to permit the assay of promethazine hydn&?q\p 1n blologlé‘al
fluids and, therefore, no in vivo biocavailability studies & be performed
with these products (or other mz markeed promg.thazme dosage forms).’ ns* ‘%
- )fm}J rr’ \
L :
K J JN P% ;ﬁ" ?
l N V ’,___:




Marvin Seife, M. D.

Re: Promethacon ANDA‘
January 20, 1976
Page Two

lieu of such in vivo studies, comparative in vitro dissolution studies
which, in our opinion, constitute adequate data to assure the biologic
availability of the drug products were included in the applications.
Recognizing that, ultimately, correlation of in vivo and in vitro data
would be necessary, we agreed to perform in vivo bloavallabthty stud-
ies with these products when the necessary methodology became avail-
able. T~

The above conditions were described in both the applications and our
letters of transmittal dated September 9, 1975. We submit that these
conditions hold true today and that, at the present time, no specific

methodology is available for assay of promethazine hydrochloride in

biological fluids. While Drs., Skelly and Murdock agreed that no speci-
fic methodology is available at this time, they suggested that such '
methodology could be developed. We do not argue the contention that a
specific, reliable assay method may eventually become available and we
have made a clear commitment to perform in vivo bicavailability studies
with our products at that time. Indeed, Alcon had undertaken some pre-
liminary studies to explore the possibilities of developing such as assay.
The fact remains, however, that a specific, reliable in vivo assay method
is not available at this time, nor are we in a position to pro_]ect if and
when such a method will become available. SR

We consider the issue of potential development of an in vivo assay method
for promethazine hydrochloride to be academic insofar as it relates to the

_approval of our applications. We take strong issue with the inference made

by the representatives of the Division of Biopharmaceutics that Alcon
should undertake the burden of developing an assay method as a prerequi-

" site for approval of these applications, and submit that such a "require—-

ment" has no basis within the context of the Federal Food, Drug and
Cosmetic Act and the regulations issued pursuant thereto.

Abbreviated new drug applications for oral dosage forms of promethazine
hydrochloride have in the past been approved by the Agency on the basis of
in vitro data in the absence of specific in vivo methodology. Promethazine
hydrochloride is certainly not unique in this regard; applications for other
DESI-reviewed drug products have in the past been approved under similar
circumstances. The suggestion that Alcon first develop specific in vivo
methodology in order to perform biocavailability studies therefore constitutes
an unprecedented change in Agency policy. Furthermore, such a policy

o 3 s



Marvin Seife, M. 0.

Re: Promethacon ARDA's
Jaruary 20, 1976

Page Three

would constitute a discriminatory application of the FFDC Act in that

it imposes more stringent requirements on Alcon than on the original
NDA-holder who currently markets an identical dosage form. We main—
tain that, in the absence of specific in vivo assay methodology, the in
vitro dissolution studies comparing Promethacon with the marketed
reference products (Phenergan, Wyeth) constitute, at this time, adequate
data to assure the biologic availability of the products.

The second issue raised by Dr. Skelly concerns the inclusion of pro—
methazine hydrochloride suppositories in a June 20, 1975 Federal Register
proposal (40 F.R. 26142-26156) requiring submission of a full NDA for
this type of product. We submit that the above-referenced proposal was
withdrawn on September 22, 1975 (40 F.R. 43531-43533) and no longer
represents Agency policy. This issue is therefore considered to be un-
related to the approval of our abbreviated new drug applications.

The third issue discussed (and the sole question raised in your letter of
December 18, 1975) concerns the relationship between dissolution studies
(in dioxane) and bioavailability in humans since dioxane, unlike water, is
not a physiologic medium. It was necessary to use dioxane as the dissolu-
tion medium in order to compare Promethacon and Phenergan since the
latter product is insoluble in water. However, during the development of
this methodology, the dissolution profiles of our (water-soluble) formula-
tions in dioxane were compared to those in water. It was found that the

. rate of release of promethazine hydrochlomde from our formulations de-

- . creased 519n1ﬁcantly when dioxane was used as the dissolution medium.
In spite of this retardation, the dissolution profiles of Promethacon 25 mg
. and 50 mg compare favorably with those of Phenergan 256 mg and 50 mg
in the dioxane studies. o o ‘

Since Drs. Skelly and Murdock were not aware of the fact that data con—
cerning the relative dissolution rates in water and dioxare were contained

in our applications, it was unfortunately necessary to conclude the meet—
ing pending further review of the applicatlons by the Division of Biopharma-
ceutics.

We propose to contact you by telephone on January 27, 1976, to determine
the results of this review, If any questions regardlng the in vitro dissolu-
tion studies remain at that time, we shall be pleased to meet with Dr.




© Marvin Seife, M. D.

. Re: Promethacon ANDA's
January 20, 1976
Page Four

Cabana and his staff on February 3, 1976, to discuss these gquestions.
If, however, the original question. regarding the in vitro data has been
affirmatively resolved upon completion of this review, we respectfully =
request that our applications be approved as per your letter of October

23, 1975.

‘Sincerely,

_.R,i‘c rd A. Hamer

Manager of Compliance
A

RAH:pw
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ALCON LABORATORIES.4NC., 6201 SOUTH FREEWAY, P.0.B0OX 1959, FORT WORTH, TEXAS 76101

NDA ORIG AMENDMENT

RICHARD A. HAMER
Regulatory Affairs )
Webcon Compliance December 15, 1975 .

CERTIFIED MAIL
RETURN RECEIPT REQUESTED

Division of Generic Drug Monographs
Office of Drug Monographs

Bureau of Drugs

Food and Drug Administration

5600 Fishers Lane

Rockville, Maryland 20852

Re: PROMETHACON™ Supprettes™ 50 mg
(Promethazine Hydrochloride Suppositories)
ANDA 84-902, dated September 9, 1975.

Gentlemen:

Reference is made to our discussion on December 5, 1975, at which
time objections were raised to the proposed immediate (foil) container
labeling for the subject product.

Accordingly, we wish to amend our application at this time to provide
for revised labeling of the unit—dose strip package. We propose to use
pre-printed foil bearing trade name, potency, generic name and manu-
facturer's identification. The lot number and expiration date will be
printed on the back of each package during the packaging process. Trip-
licate copies of revised page 1 for Part 4 (consecutive page 3) are en-
closed in support of this change. Please add this information to our file.

Sincerely yours,

RAH:pw ~
Enclosure
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ALCON LABORATORIES, INC., 6201 SOUTH FREEWAY, P.0. 80X 1959, FORT WORTH, TEXAS 76101

RESUBMISSION
RICHARD A. HAMER NDA ORIG AMENDMENT

Regulatory Affairs

[

Webcon Compliance December 5, 1975

HAND CARRY

iFPL

Division of Generic Drug Monographs
Office of Drug Monographs

Bureau of Drugs

Food and Drug Administration

5600 Fishers Lane

Rockville, Maryland 20852

Re: PROMETHACON" Supprettes” 50 mg
(Promethazine Hydrochloride Suppositories)
ANDA 84~-902, dated September 9, 1975

Gentlemen:

Further to our letter of October 31, 1975, we are pleased to submit here—
with the following materials requested in your letter of September 30,
1975:

(1) Twelve (12) copies of the final printed carton and insert labeling
identical in content to the drafts;

() Twelve (12) strips containing six (6) samples of the drug dosage form
each, A Certificate of Analysis (Lot WKB) is attached herewith, and
a copy is enclosed with the product samples. Lot WKB represents the
first production batch of this product.

(8) The product samples carry (foil) labeling identical in _ezg
drafts. Each suppository is imprinted: NDC 0991 6o
Exp 11-76. g

piration date for the product at this time. Triplicate
revised pages are enclosed:



Division of Generic DRrug Monographs
December 5, 1975 .~ =

Re: Promethacon Suppr‘ettes'm 50 mg
Page Two :

(@) Part 7 &8v, Page 10 (Consecutive page 27) — providing for a 12-
month expiration date for the product;

(b) Part 7 & 8v, Pages 20 - 24 (Consecutive pages 36.1 - 36.5) — pro-
viding for additional stability data (Lot MEG-3) and proposing a 12—~
month expiration date.

Please add this information to our file.

Additional stability data on Lot MEG-3 will be submitted as it becomes
available. The stability of Lot WKB (first production batch), as well as
the next two (2) production batches will be closely monitored and results
will be submitted periodically. Any lots shown to become subpotent will
be promptly withdrawn from the market.

We trust that the information submitted herewith satisfies the require-—
ments stated in your letter of September 30, 1975, and will enable you to

reach a final conclusion regarding this application.

Sincerely yours,

VoV
ichard A. Hamer
Manager of Compliance

RAH:pw

Enclosures
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ALCON LABORATURIEVS,IN‘CA, 6201 SOUTH FREEWAY, P.0.B0OX 1959, FORT WORTH, TEXAS 76101
RESUBMISSION
RICHARD A. HAMER NDA ORIG AMENDMENT

Regulatory Affairs
Webcon Compliance October 31, 1975

CERTIFIED MAIL
RETURN RECEIPT REQUESTED

Division of Generic Drug Monographs
Office of Drug Monographs

Bureau of Drugs

Food and Drug Administration

5600 Fishers Lane

Rockville, Maryland 20852

Re: PROMETHACON™ Supprettes™ 50 mg
(Promethazine Hydrochloride Suppositories)
ANDA 84-902, dated September 9, 1975

Gentlemen:

We acknowledge receipt of your letters of September 30 and October
23, 1975, advising us of the completion of your review of the subject
abbreviated new drug application. The information requested in your
letter of September 30 (final printed labeling, foil container labeling,
and samples of the finished dosage form) will be submitted within
thirty (380) days, as the material becomes available.

With regard to your questions concerning Blue Food Color, we have
been unable to obtain the quantitative composition of this material
from the supplier. Furthermore, no Drug Master File is currently
available for this coloring agent. In view of the above, as well as
the uncertain future acceptability of FD&C Red No. 2 contained in
Blue Food Color, we propose to substitute FD&C Blue No. 1 for
Blue Food Color in the Promethacon 50 mg formulation. Triplicate
copies of the following revised pages are enclosed in support of thi
change: '

a) Part 7 & 8i, Page 1 (consecutive page ‘012).-'- Revised f

Blue Food Color, 0.5 mg per Supprette.




Office of Drug Monographs
Bureau of Drugs

- October 31, 1975

Page Two

b) Part 7 & 8v, Page 8 (consecutive page 025) - Specxﬁcatlons for FD&C
Blue No. 1.

c) Part 4, Page 2 (consecutive page 004) — Revised carton label copy sub—
stituting "coloring" for "Blue Food Color."

d) Part 7 &8vi, Page 1 (consecutive page 037) — Revised manufacturing
procedure providing for the addition of FD&C Blue No. 1 to the batch.

We propose to continue our current stability studies on the pilot produc-
tion batch of Promethacon 50 mg (Lot MEG-3) containing Blue Food Color. -
Additional stability data, reported on revised pages 21 - 24 for Part 7 & 8v
(consecutive pages 36.2 - 36.5), are submitted herewith in triplicate. As
agreed previously, the first three (3) production batches (which will con-
tain FD&C Blue No. 1) will be placed on stability and results will be re—
ported periodically. We do not anticipate that the change in coloring
ingredients will significantly affect the stability of the product.

At this time, we are also pleased to submit, in triplicate, the results of
additional studies confirming the dissolution profile of Promethacon pilot
production batches. Additional pages 19a, 19b, 37a, 37b, 37c, 37d, 49a,
and 49b (consecutive pages 59.1, 59.2, 77.1, 77.2, 77.3, 77.4, 89.1,
and 89.2) are enclosed. Please add this information to our file.

Sincerely yours,

/X

L“/l

Rlchard A. Hamer
Manager of Compliance

RAH:pw
Enclosures
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ALCON LABORATORIES.INC., 6201 SOUTH FREEWAY, P.O.BUX.IQSS, FORT WORTH, TEXAS 76101

RICHARD A. HAMER NDA ORIG AMENDMENT',

Regulatory Affairs
Webcon Compliance October 7, 1975

HAND CARRY

Division of Generic Drug Monographs
Office of Drug Monographs '
Bureau of Drugs

Food and Drug Administration

5600 Fishers Lane

Rockville, Maryland 20852

Re: PROMETHACON" Supprettes” 50 mg
(Promethazine Hydrochloride Supprettes)
ANDA 84-902, dated September 9, 1975

Gentlemen:

Further to our letter of September 9, 1975, we are pleased to submit
initial stability results for the subject product. Triplicate copies of
Part 7 & 8v, pages 2024 (consecutive pages 36.1-36,5) are enclosed.
For convenience, both the general Table of Contents (consecutive pages
1 and 2) and the Table of Contents for Part 7 & 8v (consecutive page 18)
have been revised to reflect the addition of this material. In addition,
Part 7 & 8v, page 1 (consecutive page 12) has been corrected to reflect
a typical batch size of suppositories (previously stated as
Please add this information to our file.

Additional stability data will be submitted as it becomes available.

Sincerely,

Richard A. Hamer
Manager of Compliance

RAH:pw
Enclosures
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ALCON LABORATORIES.INC., 6201 SOUTH FREEWAY, P.0.BOX 1959, FORT WORTH, TEXAS 76101

RICHARD A. HAMER
Regulatory Affairs
Webcon Compliance September 9, 1975

HAND CARRY"™

Division of Generic Drug Monographs
Office of Drug Monographs

Bureau of Drugs

Food and Drug Administration

5600 Fishers Lane

Rockville, Maryland 20852

Re: PROMETHACON™ Supprettes' 50 mg
(Promethazine Hydrochloride Suppositories)
Abbreviated New Drug Application

Gentlemen:

On behalf of Alcon L.aboratories (Puerto Rico), Inc., we are pleased
to submit, in triplicate, an Abbreviated New Drug Application for Pro-
methacon Supprettes 50 mg (promethazine hydrochloride suppositories).

Promethazine hydrochloride, in conventional oral and rectal dosage
forms, is the subject of DESI Notice 6290, published in the Federal
Register dated June 18, 1971 (36 F.R. 11758). This Application is sub-
mitted pursuant to, and in conformance with, the conditions specified in
DESI 6290.

Under the conditions described in DESI 6280, adequate data to assure the
biologic availability of the drug product is to be included in the Submis-
sion. At the present time, no methodology is available to permit the assay
of promethazine hydrochloride in biological fluids. Therefore, no in vivo
bioavailability studies can be performed with this product (or other mar—
keted promethazine dosage forms) at this time. In lieu of such in vivo
studies, in vitro dissolution studies have been conducted and the results
are included in this Submission..

R4-Q0%
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Division:of Generic Drug Monographs
Re: Promethacon Supprettes 50 mg
September 9, 1975

Page Two

In t:he absence of in vivo assay methodology for promethazine hydro-
chloride s we submit that such in vitro dissolution data constitutes, at
this time, adequate data to assure the biologic availability of this prod-
uct. We recognize that, ultimately, correlation of in vivo and in vitro
data will be necessary, and we hereby agree to perform in vivo > bio—
availability studies with this product when the necessary methodology
becomes available.

Studies establishing the stability profile of the product are currently in
progress, and data will be submitted periodically as it becomes avail-
able. The stability of the first three (3) production batches will be
closely monitored and results will be submitted periodically. We hereby
agree to promptly withdraw from the market any lots that are shown to
become subpotent. o

Please direct all correspondence concerning this Application to my atten-
tion at our Fort Worth office.

Manager‘ of Compliance

RAH:pw
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DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE
PUBLIC HEALTH SERVICE .

FOOD AND DRUG ADMINISTRATION

ROCKVILLE, MARYLAND 20852

NEW DRUG APPLICATION (DRUGS FOR HUMAN USE)
: (Title 21, Code'o{ Federal Regulations, § 130.4)

Name of applicant ___Alcon Laboratories (Puerto Rico), Int.

Address P. O.i Box 3000, Humacao, Puerto Rico 0066ﬁ

' Date - " September 9, 1975

Promethacon Supprettes 50 mg (Promethazine HC1 Suppositories)

Name of new drug:

[T} Original applicatior{ (regulation §130.4). D Amendment to abbreviated, unapproved application

) . (regulation §130.7).
Amendment to original, unapproved application

(regulation § 130.7).
“ [34 Abbreviated application (regulation $130.4(0).

[] Supplementto an approved application (regulation’ § 130.9).
{_] Amendment to'supplement to an approved application.

The: undersigned submits this application for a new drug pursuaﬁt ‘to section 505(b) of the Federal Food,
Drug, and Cosmetic Act. It is undérstood that when this application is approved, the labeling and advertising for
the drug will prescribe, recommend, or suggest its use only under the conditions stated in the labeling which is
part of this application; and if the article is a prescription drug, it is understood that any labeli-ng which
furnishes or purports to furnish information for use or which prescribes, recommends, or suggests a dosage for
use of the drug will contain the same information for its use, including indications, effects, dosages,. routes,
methods, and frequency and duration of administration, any relevant warnings, hazards, contraindications, side
effects, and precautions, as that contained in the labeling whichis part of this application in accord with §$1.106(b)

(21 CFR 1.106(b)). Itis understood that all representations in this application apply to the drug produced until
an approved supplement to the application provides for a change or the change is made in conformance with other

- provisions of $130.9 of the new-drug regulations.

Attached hereto, submitted in the form described in §130. 4(e) o

a part of this application are the following:

1. Table of contents. The table of contents should
specify the volume number and the page number in which
the complete and detailed item is located and the volume
number and the page number.in which the summary of that
item is located (if any).

.2. Summary. A summary demonstrating that the applica-
tion is well-organized, adequately tabulated, statistically
analyzed (where appropriate), and coherent and that it
presents a sound basis for the approval requested. The
summary should 'include the following information: (In
lieu of the outline described below and the evaluation
described in Item 3, an expanded summary and evaluation
as outlined in §130.4(d) of the new-drug regulations may

be submicted to facilitate the review of this application.) "

a. Chemistry.
i. Chemical structural formula or description for any
_new-drug substance. )
ii. Relationship to other chemically or pharmacologi-
cally related drugs.
iii. Description of dosage form and quantitative com-

_ position.

b. Scientific rationale and purpose the drug is to serve.
c. Reference number of the investigational drug no-
tice(s) under which this drug was investigated and of any
notice, new-drug application, or master file of which any
contents are being mcorporated by reference to support
this application.
d. Preclinical studies. (Present all findings including
all adverse experiences which may be interpreted as
incidental or not drug-related. Refer to date and page
number of the investigational drug notice(s) or the volume
~and page number of this application where complete data
and reports appear.)
i. Pharmacology (pharmacodynamics, endocrinology,
- metabolism, etc.).

FD FORM 356H (4/71)

tudies; miscel oysigiudies.
ts dieg 1%% Ehould refer specifi-

nical investigatcogyygH to the volume and

pag any documents in-
corpy omplete data and re-
ports

iii.
iv. Other clinical studlcs (for example, uncontrolled or
incompletely controlled studies).

v. Clinical' laboratory studies related to effectiveness.

vi. Clinical laboratory studies related to safety.
vii.. Summary of literature and unpublished reports avail-
able to the applicant.

3. Evaluation of safety and effectiveness. a. Sum-
marize separately the favorable and unfavorable cvidence
for each claim in the package labeling. Include refesrences
to the volume and page number in the application .and in
any documents incotporated by reference where the com-
plete data and reports may be found.

b. Include tabulation of all side effects or adverse
experience, by age, sex, and dosage formulation, whether
or not considered to be significant, showing whether ad-
ministration of the drug was stopped and showing the’
investigator’s name with a reference to the volume and
page number in the application and any documents in-
corporated by reference where the complete data and re-
ports may be found. Indicate those side effects or adverse
experiences considered to be drug-related.

4. Copies of the label and all other labeling to be used
for the drug, (a total of 12 copies if-in final prmted form,
4 copies if in draft form):

PREVIOUS EDITION MAY BE USED UNTIL SUPPLY IS EXHAUSTED.
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a. Each label, or other labeling, should be clearly
identified to show its position on, or the manner in which
it accompanies, the market package. .

b. If the drug is to be offered over thecounter, labeling
on or within the retail package should include adequate
directions for use by the layman under all the conditions
for which the drug is intended for lay use or is to be
prescribed, recommended, or suggested in any labeling ot
advertising sponsored by or on behalf of the applicant
and directed to the layman. If the drug is intended or
offered for uses under the professional supervision of a
practitioner licensed by law to administer it, the applica-
tion should also contain labeling that includes adequate
information for all such uses, including all the purposes

for which the over-the-counter drug is to be advertisedto,

or represented for use by, physicians.
c. If the drug is limited in its labeling to use under
the professional supervision of a practitioner licensed by

law to administer it, its labeling should bear information -

for use under which such practitioners can use the drug
for the purposes for which it is intended, including all

.the purposes for which it is to be advertised or repre-

sented, in accord with §1.106(b) (21 CFR 1.106(b)). The
application should include any labeling for the drug
intended to be made available to the layman. '

d. If no established name exists ‘for a new-dmg sub-
stance, the application shall propose a. ponproprietary
pame for use as the established name for the substance.

e. Typewritten or other draft labeling copy may be sub-
mitted for preliminary consideration of an application. An
application will not ordinarily be approved prior to the
submission of the final printed label and labeling of the
drug.

/- No application may be approved if the labeling is

false of misleading in any particular.
(When mailing pieces, any other labeling,.or advertising
copy are devised for promotion of the new drug, samples
shall be submitted at the time of initial dissemination of
such labeling and at the time of initial placement of any
such advertising for a prescription drug (see §130.13 of
the new-drug regulations). Approval of a supplemental
new~drug application is required prior to use of any pro-
motional claims not covered by the approved application.)

5. A statcment as to whether the drug is (or _is not)
limited in its labeling and by this application to use
under the professional supervision of a practitioner
licensed by law to admianister it.

6. A full list of the articles used as components of
the drug. This list should include all substances used
in the synthesis, extraction, or other method of preparation

of any new-drug substance, and in the preparation of the -

finished dosage form, regardless of whether they undergo
chemical change or are removed in the process. Each
substance should be identified by its established name,
if any, or complete chemical name, using structural
formulas when necessary for specific identification. If
any proprietary preparation is used as a component, -the
proprictary name should be followed by a complete quan-
titative statement of composition. Reasonable alternatives

for aay listed substance may be specified.

7. A full statement of the composition of the drug.

. The statement shall set forch the name and amount -of

edch ingredient, whether active or not, contained in a
stated quantity of the drug in the form in which it is "o be

disuibuted . (for example, amouat per- tablet. or per mil- -

liliter) and a batch formula represeantative of that to be

employed for the manufacture of the finished dosage form.
_All components should be included in the batch formula

regardless of whether they appear in the finished product.

".Any calculated excess of an ingredient over the label
decleration should -be designated as such and percent-
" excess shown. Reasonable variations may be specified.

8. A full description of the methods used-in, and the
facilities and controls used for, the manufacrure, process-
ing, and packing of the drug. Included in this description
should be full information with respect to any new-drug
substance and to the new-drug dosage form, as follows,
in sufficient detail to permit evaluation of the adequacy
of the described methods of manufacture, processing, and
packing and the described facilities and coatrols to
determine and preserve the identity, strength, quality,
and purity of the drug:

a. A description of the physical facilities including
building and equipment used in manufacturing, processmg,
packaging, labeling, storage, and control operations.

b. A description of the qualtfxcanons, including educa-
tional background and experience, of the technical and
professional personnel who are responsible for assuring
that the drug has the safety, identity, strength, _quality,
and purity it purports or is represented to possess. and a
statement of their responsibilities.

¢c. The methods used in the synthesis, cx:xacuon,.
isolation, or purification of any new-drug substance. When
the specifications and controls applied to such substance
are inadequate in themselves to determine its identity,:
strtength, quality, and purity, the methods should be
described in sufficient detail, including quantities . used,
times, temperatures, pH, solveats, etc., to determine
these characteristics. Alternative methods or variations
in methods within reasonable limits that do not affect
such characteristics of the substance may be specified.

d. Precautions to assure proper, identity, strength,
quality, and purity of the raw materials, whether active or
pot, including the specifications for acceptance and
methods of testing for each lot of raw material.

e. Whether or not each lot of raw materials is given a
serial number to identify it, and the use made of such
fumbers in subsequent plant operations.

/. 1f the applicant does not himself perform all che-
manufacturing, processing, packaging, labeling, and con-
trol operations for any new-drug substance or the new~drug
dosage form, bhis statement identifying each persoa who
will perform any part of such operations and designating
the part; and a signed statement from each such person
fully describing, directly or by reference, the methods,
facilities, and controls in his. part of the operation.

g Method of preparation of the master formula records
and individual batch records and manaer in whnch these
records are used.

b. The instructions used in the manufacturing, process-
ing, packaging, and labeling of each dosage form of the
new drug, including any special precautions observed in
the operations.

_ & Adequate information with respect to the chatacter- »
istics of ¢wd the test methods employed for the container,
closure, ci other component parts of the drug package to
assure their suitability for the intended use. .

j- Number of individuals checking weight or volume of
each individual ingredient entering into eacb batch of the
drug. ’

k. Whether or not the total weight or volume of each .
batch is determined at any stage of the manufacturing
‘process subsequent to making up a batch according to the
formula card and, if so, at what stage and by whom it is
done. s

L Precautions to check the actual package yield p!o-
duced from a batch of~the drug with the theoretical yield.
This should include a description of the accounting for
such items as” discards, breakage, etc., and the criteria
- u.scd mzaccepung or rejecting batches of drugs in the
event of an unexplained discrepancy.

m. Precautions to assure that each lot of the drug is
packaged with the propér label and labeling, including:
‘provisions for labeling storage and inventory control.
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n. The analytical controls used during the various

stages of the manufacturing, processing, packaging, and -

labeling of the drug, including a detailed descriptioa of
the collection of samples and the analyrical procedures to
which they are subjected. The analytical procedures
should be capable of determining the active components
within a reasonable degree of accuracy and of assuring
the identity of such components. If the article is one that
is represented to be sterile, the same informaiion with
regard to the maanufacturing, processing, packagirg, and
the collection of samples of the drug should be given for
sterility controls. Include the standards used for ac-
ceptance of each lot of the finished drug.

o. An explanation of the exact significance of the
batch control numbers used in the manufacturing, process-
ing, packaging, and labeling of the drug, including the
control numbers that appear on the label of the finished
article. State whether these numbers enable determina-
tion of the complete manufacturing history of- the product.
Describe ‘any methods used to permit determination of the

distribution of any batch if its recall is required.

p- A complete description of, and data derived from,
studies of the stability of the drug, inciuding information
showing the suitability of the analytical methods used.

 Describe any additional stability studies underway or
. contemplated. Stability data should be submitted for any

new-drug substance, for the finished dosage form of the
drug in the container in which it is to be marketed, in-
cluding any proposed multiple-dose container, and if it is
to be put.into solution at the time of dispensing, for the

_solution prepared as directed. State the expiration date(s)

that will be used on the label to preserve the ideatity,
strengeth, quality, and purity of the drug until it is used.
(If no expiration date is proposed, the applicant must
justify its absence.)

q. Additional procedures employed which are designed
to prevent contamination and otherwise assure proper
control of the product.

(An application may be refused- unless it includes

adequate -ioformation showing that the methods used in,

and the facilities and controls used for, the manufacturing,
processing, and packaging of the drug are -adequate to
preserve its ideatity, strength, quality, and purity in con-

- formity with good macoufacturing practice and jdeatifies

each establishment, showing the location of the plant
conducting these operations.) )

9. Samples of the drug and articles used as compo-
aents, as follows: a. The following samples shall be sub-
mitted with the apphcauon or as soon thereafter as they
become available. Each sample shall consist of four
identical, separately packaged subdivisions, each con-
taining at least three times the amount required to per-
form che laboratory test procedures described in the ap-
plication to determine compliance with its control speci-
fications for identity and assays:

i. A representative samplc or samples of the finished
dosage form(s) proposed in the application and employed
in the clinical investigations and a representative sample
or samples of each new-drug substance, as defined in
§130.1(g), from thé batch(es) employed in the production
of such dosage form(s).

ii. A tepresentative sample or samples of finished
market packages of each dosage form of the drug prepared

for initial marketing and, if any such sample is not from a .
commercial-scale production batch, such a sample from a

reptesentative commercial-scale production batch; and a
teptesentative sample or samples of each new<drug sub-
staace as defined in §130.1(g), from the batch(es) em~
ployed ia the production of such dosage form(s).

i, A samplc or samples of any reference standard and
blank used in the procedures described ifi the application
for assaying each new-drug substance and other assayed

Bl

components of the finished drug: Provided, however, That
samples- of refereace standards recognized in.the official
U.S. Pharmacopeia or The National Formulary need not
be submitted unless requested. -

b. Additional samples shall be submitted on zequcst

c. Each of the samples submicted shall be appropri-
ately packaged and labeled to preserve its characteristics,
to identify the material and the quantity in each sub-
division of the sample, and to identify each subdivision
with the name of the applicant and the new-drug applica-

tion to which it relates.

d. There shall be included a full list of the samples
submitted pursuant to Item 9a; a statement of the addi-
tional .samples that will be submitted as soon as avail-
able; and, with respect to each sample submitted, full
information with respect to its identity, the origin of any
new-dmg substance coatained therein (including in the
case of new-drug 'substances, a statement whether it was
produced. on a laboratory, pilot-plant, or full-production
scale) and detailed results of all laboratory tests made to
determine the identity, strength, quality, and purity of
the batch represented by the sample, including assays.
Include for any reference standard a complete description
of its preparation and the results of all laboratory tests
on it. If the test methods used differed from those de-
scribed in the application, full details of the methods
employed in obtaining the reported results’ shall be sub:,
mitted. .

e. The requirements of Item 9a may be waived in-
whole or in part on request of the applicant or otherwise
wheo any such samples are not necessary.

/. 1f samples of the drug are sent under separate
cover, they should be addressed to the attention of the
Burcau of Medicine and-identified on the outside of the
shipping carton with the name of the applicant and the
name of the drug as shown on the application.

10. Full reports of preclinical investigations that have
been made to show whether or not the drug is safe for use
and effective in use. a. An application may be refused
unless 1t contains full reports of adequate preclinical-
tests by all methods reasonably applicable to a determina-
tion of the safety and effectiveness of the drug under the
conditions of use suggested in the proposed labeling.

b. Detailed reports of the preclinical investigations,
including - all studies made on laBoratory animals, the
methods used, and the results obtained, should be clearly .
set forth. Such information should ianclude ideatification
of the person who conducted each investigation, a state- ..
ment of where the investigations were conducted, and
where the underlying data are available for. inspection.
The animal studies may not be considered adequate unless
they give proper attention to the conditions of use recom-
ménded in the proposed labeling for the drug such as, for
example, whether the drug is for short- or long-term ad-

ministration or whether it is to be: used in infants, chil-
dren, pregnant women, or women of child-bearing potential.’

. Detailed reports of asy pertinest microbiological
and in vitro studies.

d. Summarize and. provide a list of literature refer-

"ences (if available) to all other preclinical information

known to the applicant, whether published or \vapublished,

_that is pertinent to an evaluation of the safety or effec-

tiveness o the dmg. .

11. List of investigators. a. A complete list of all
investigators supplied with the drug including the name
and post office address of each i investigator and, followmg"'

each naaie, the volume and page references to the in-

vestigator’s report(s) in this application'and in any docu-

ments- incoiporated by teference, or the explagation of the

omxssxon of any reports.
"b. The- unexplamed omission of any reports of in-
vestigations” made with the new drug by the apphcant, or



submitted to him by an investigator, or the unexplained
omi<sion of any pertinent reports of investigations or
clinical experience received or otherwise obtained by the
applivant from published literature or other sources,
whether or not it would bias an evaluation of the safety
of the drug or its effectiveness in use, may constitute
grounds for the refusal or withdrawal of the approval of
an arplication.

12. Full repeots of clinical investigaticns that _have
been made to show whether or not the drug is safe for use
and cfiective in use. a. An application may be refused
unlcss it contains full reports of adequate tests by all
methods reasonably applicable to show whether or not the
drug is safe and effective for use as suggested in the
labeling.

b. An applxcauon may be refused unless it includes
substantial evidence consisting of adequate and well-
‘controlléd investigations, including clinical investiga-
tions, by experts qualified by scientific rraining and ex-
perience to evaluate. the effectiveness of the drug in-
volvéd, on the basis of which it could fairly and respon-

- sibly be concluded by such experts that the drug will have
the effect it purports or is represented to have under the
conditions of use prescribed, recommended, or suggested
in the proposed labeling.

- Reports of all clinical tests sponsored by the ap-
pllcant or received or otherwise obtained by the applicant
should be attached. These reports should include ade-
quate information concerning each subject treated with
the drug or employed as a control, including age, sex,
conditions treated, dosage, frequency of administration
of the drug, results of all relevant clinical observations
and laboratory examinations made, full information con-
cerning any other treatment given previously or concur-
rently, and a full statement of adverse effects and useful
results observed, together with an opinion as to whether
such effects or results are atuributable to the drug under
investigation and a statement of where the underlying
data are available for inspection. Ordinarily, the reports
of clinical studies will not be regarded as adequate
unless they include reports from more . than one inde-
pendent, competent investigator who maintains adequate
case histories of an adequate number of subjects, de-

. signed to record observations and permit evaluation of
any and all discernible effects attributable to the drug in
each individual created and comparable records on any
individuals employed as controls. An application for a
combination drug may be refused unless there is sub-
stantial evidence that each ingredient designated as
active makes a contribution to the total effect claimed

. for the drug combination. Except when the disease for
which the drug is being tested occurs with such infre-
quency in the United- States as to make
practical, some of the investigations -should be performed
by competent investigators within the United States.

testing im--

d. Auach as a separate section a completed Form
FD-1639, Drug .Experience Report (obtainable, with in-
structions, on tequest from the Department of HEW. Food
and Drug Administration. Bureau of Drugs (BD-200) Rock-.

ville, Maryland 20852), for each adverse experience or, if -

feasible, for each subject or patient experiencing one or
more adverse effects, described in Item 12¢, whether or
not full information is available. Form FD-1639 should
be prepared by the applicant if the adverse experience
was not reported in such form by the investigator. The
Drug Experience Report should be cross-referenced to
any parrative description included in Item 12c. In lieu of a

FD Form 1639, a computer-generated report may be submit- .

ted if equivalent in all.elements of information with the
identical enumerated sequence of events and methods of
completion; all formats proposed for such use will require‘
initial review and approval by the Food and Drug Adminis-
tration.

e. All - information pertinent to an evaluation of the
safety and effectiveness of the drug received or otherwise
obtained by the applicant from any source, including
information derived from other investigations or com-

merical marketing (for example, outside the Uaited States),

or reports in the scientific literature, involving the drug

that is the subject of the application and related drugs. '
An adequate summary may be acceptable in lieu of a.

reprint of a published report which oaly supporis other
data submitted. Reprints are not required of reports in
designated journals,
regulations, about related drugs; a bibliography will
suffice. Idclude any evaluation of the safety or effec-
tiveness of the drug that has been made by the applicant’s
medical department, expert committee, or consultants.

[ If the drug is a combination of previously invésti-
gated or marketed drugs, an adequate summary of pre-
existing information from preclinical and clinical investi-
gation and experience with its components, including all
reports received or otherwise obrained by the applicant
suggesting side effects, contraindications, and ineffec-
tiveness in use of such components. Such summary should
include an adequate bibliography of publications about

the components and may incorporate by reference informa-

tion concerning such components previously submitted
by the applicant to the Food and Drug Administration.
g. The complete composition and/or method of manu-

facture of the new drug used in each submitted report of .

investigation should be shown to the extent necessary to
eswablish its identity, strength, quality, and purity if’ it
differs from the descnptlon in Item 6, 7, or 8 of the ap-
plication.

13. If this is a supplemental application, full informa-
tion on each proposed change concerning any statement
madé in the approved applicatioa.

Observe the provisions of §130.9 of the new-drug regula-

tions concerning supplemental applications.

Alcon Laboratories (Puerto Rico), Inc.

(Applicant)

u

. Per |

s € o /zcml or agent)
‘Ri€ha Hamer

Manager of Compliance

listed in §130.38 of the new-drug

3 _ - (Indicate authority)

Alcon Laboratories, Inc., Ft. Worth, Texas
(Warning: A willfully false statement is a criminal offense. U. S C. Tltle 18 sec. 1001.)

NOTE: This application must be signed by the applicant or by an authorized atrorney, ageat, or official.- If the applicant
or such authorized representative does not restde or have a place of business within the United States, the application must
; also furnish the nar. and post office address of and must be countersigned by an au(houzed attorney, agent, or ofhcnal rcsld—
; \3 : ing o' maintaining a place of business within the United States.
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